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WE CLAIM: 

1 . A compound of Formula I: 




O 

I 

in which: 

X* is -NHC(R^)(R^)X^ or -NHX^ 

is hydrogen, fluoro, -OH, -OR"^, -NHR*^ or -NR^^R^** and X^ is hydrogen or X^ and 
X^ both represent fluoro; 

X^ is cyano, -C(R^)(R^)R^^ -C(R^)(OR^)2, -CH2C(0)R^^ -CH=CHS(0)2R^ 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ wherein R^ is hydrogen, (CM)alkyl, 
(C3.io)cycloalkyl(Co-6)alkyl, hetero(C3.io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co-6)alkyl, 
hetero(C5-io)aryl(Co-6)aIkyl, (C9.io)bicycloaryl(Co^)alkyl or 

hetero(C8-io)bicycloaryl(Co-6)aIkyl; R^ is hydrogen, hydroxy or (Ci^)alkyl; or where X*^ 
contains an -NR^R^ group, R^ and R^ together with the nitrogen atom to which they are both 
attached, form hetero(C3.io)cycloalkyl, hetero(C5-io)aiyl or hetero(C8.io)bicycloaryl; R^ is 
hydrogen or (CM)alkyl and R^ is hydroxy or R' and R^ together form oxo; R^^ is hydrogen, - 
X^, -CF3, -CF2CF2R^ or -N(R^)OR^ R^ is hydrogen, halo, (CM)alkyl, (C5.io)aryl(Co^)aIkyl or 
(C5.io)heteroaryl(Co^)alkyl, with the proviso that when X^ is cyano, then X^ is hydrogen, 
fluoro, -OH, -OR"* or -NR^^R^^ and X^ is hydrogen or X^ and X^ both represent fluoro; 

X^ comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X"* is other than a 
heteromonocycHc ring containing 5 ring member atoms, wherein no more than two of the ring 
member atoms comprising the ring are heteroatoms, then X^ is fluoro, -OH, -OR"*, -NHR^^ or 
-NR^^R^* and X^ is hydrogen or X^ and X^ both represent fluoro; 

wherein within R^, X^ or X"* any alicyclic or aromatic ring system is unsubstituted or 
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substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, (Ci^)alkylidene, 
cyano, halo, halo-substituted(CM)alkyl, nitro, -X^'2R^^ -X^'2C(0)R'^ 
-X^'^C(0)OR'^ -X^'^C(0)NR'^R•^ -XW^C(NR'2)NR'^R'^ -X^OR'^ -X^SR'^ 
-X^C(0)OR'^ -X^C(0)R'^ -X^OC(0)R•^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R*^ 
-X^'2S(0)2R'^ -X^P(0)(0R'^)0R'\ -X^OP(0)(OR'^)OR•^ -X^*^C(0)R*^ -X^S(0)R*^ 
and -X^S(0)2R*^ and/or 1 radical selected from -R'^ -X^OR*'', -X^SR'*, -X^S(0)R'\ 
-X^S(0)2R'^ -X^C(0)R*\ -X*C(0)OR'^ -X^0C(0)R'\ -X^^'•R•^ -X^'2C(0)R'\ 
-XW^C(0)0R'\ -X'C(0)NR'2r'^ -X*S(0)2NR"'r'^ -X^'^S(0)2R'^ 
-X^R'^C(0)NR*''r'^ and -X^NR^^C(NR'^)NR^''R*^ wherein X^ is a bond or (Ci.6)alkylene; 
R'^ at each occurrence independently is hydrogen, (Ci^)alkyl or halo-substituted(Ci.6)alkyl; 
R*^ is (Ci-6)alkyl or halo-substituted(Ci^)alkyl; and R"* is (C3.io)cycloalkyl(Co-6)alkyl, 
hetero(C3.io)cycloalkyl(Co.3)alkyl, (C6-io)aryl(Co-6)alkyl,hetero(C5.io)aryl(Co-6)alkyl, 
(Cc>.io)bicycloaryl(Co-6)alkyl or hetero(C8.io)bicycloaryl(Co^)alkyl; 

R' is hydrogen or (Ci^)alkyl and R^ is selected from a group consisting of hydrogen, 
cyano, -X^'2R'^ -X^'2C(0)R'^ -X^•2C(0)0R'^ -R'^ -XW2C(0)NR^2r'\ 
-X^^2C(NR'^)NR'^R'^ -X^OR'^ -X^SR*^ -X^C(0)0R'^ -X^C(0)R•^ -X^OC(0)R'^ 
-X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -XW^S(0)2R'^ -X^P(0)(OR'^)OR'^ 
-X^OP(0)(OR'^)OR'^ -X^NR'^C(0)R'^ -X*S(0)R*^ -X'S(0)2R'\ -R'^ -X^OR'^ -X^SR*\ 
-X^S(0)R'\ -X^S(0)2R'*, -X'C(0)R'\ -X'C(0)0R'\ -X^OC(0)R'^ -X^NR'^R'^ 
-XW^C(0)R'^ -XW^C(0)OR'^ -X^C(0)NR'2R'^ -X^S(0)2NR'V^ -X^R'2S(0)2R'\ 
-X^NR'^C(0)NR''*R^^ and -X^'^C(NR'^)NR''*R'^ wherein X^ R'^ R'^ and R^"* are as 
defined above; or R' and R^ taken together with the carbon atom to which both R^ and R^ are 
attached form (C3-8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any 
heteroaryl, aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is 
unsubstituted or substituted with 1 to 3 radicals independently selected from (Ci^)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^*^R'^ -X^^^C(0)R'^, 
-X^•2C(0)0R'^ -X^*^C(0)NR'2R'^ -XW2C(NR'2)NR'^R'^ -X^OR'^ -X^SR'^ 
-X'C(0)OR'^ -X^C(0)R^^ -X^OC(0)R'^ -X5C(0)NR^2r'^ -X^S(0)2NR'2R'^ 
-X^'2S(0)2R'^ -X^P(0)(OR*')OR■^ -X^OP(0)(OR•^)OR'^ -X^'2C(0)R", -X^S(0)R", 
-X^S(0)2R*^ and -X^C(0)R'\ wherein X', R'^ and R^^ are as defined above; 

R^ is (Ci-6)alkyl or -C(R^)(R^)X^ wherein R^ is hydrogen or (Ci^)alkyl and X** is 
selected from -X^'^R'^ -XW^C(0)R'^ -X^'^C(O)0R'^ -X^'2C(0)NR'^R'^ 
-X^*^C(NR'^)NR'^R•^ -X^OR'\ -X^SR'^ -X^C(0)OR'^ -X^C(0)R•^ -X^OC(0)R'^ 
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-X^C(0)NR'^R*^ -X^S(0)2NR'2R'^ -X^'^SiO)2R'\ -X^P(0)(0R'2)0R'^ 
-X^OP(0)(OR^^)OR•^ -X^C(0)R", -X^"C(0)R'^ -X^S(0)R'\ -X^S(0)2R'^ -R'^ 
-X^0R'\ -X^SR**, -X^S(0)R'\ -X^S(0)2R'^ -X^C(0)R^*. -X^C(0)OR'^ -X^OC(0)R■^ 
-X^'^'R'^ -X^^^C(0)R*^ -X^*2C(0)0R'\ -X^C(0)NR'''r'^ -X^S(0)2NR'^R'^ 
-X^'^S(0)2R"*, -X^*2C(0)NR"*R'^ and -X^'2C(NR*^)NR^^R*^ wherein X^ R'^ R^^ 
and R'* are as defined above; 

r" is selected from -X*NR'^R'^ -X^NR''C(0)R'^ -X*NR'^C(0)OR'^ 
-X*NR'^C(0)NR'2r'^ .x«NR^2c(NR'2)NR'2R'^ -X^OR'^ -X^SR^^ -X^C(0)OR^^ 
-X5C(0)R'^ -X^OC(0)R'^ -X^C(0)NR'2r'^ -X'S(0)2NR»2R'^ -X*NR•2S(0)2R'^ 
-X*P(0)(OR*^)OR^^ -X^OP(0)(OR'^)OR'^ -X^C(0)R'^ -X^NR•2c(0)R^^ -X*S(0)R'^ 
-X*S(0)2R'\ -R'\ -X«OR'^ -X*SR'\ -X*S(0)R'^ -X*S(0)2R'\ -X'C(0)R'^ -X'C(0)OR*^ 
-X*OC(0)R'^ -X W*R'^ -X^mC^C(p)R'\ -X*NR'2C(0)0R'\ -X'C(0)NR'^R'^ 
-X*S(0)2NR"'R'^ -X*NR'^S(0)2R'*, -X*NR*2C(0)NR'''r'^ and-X*NR'^C(NR'^)NR*''R'^ 
wherein X' is (Ci^)alkylene and X^, R^^, R" and R^"* are as defined above, with the proviso 
that when X^ is cyano and X^ is -OR*, where R* is defined as -R'*, then R^* is 
(C3-io)cycloalkyl(Ci^)alkyl,hetero(C3/io)cycloalkyl(Ci.3)alkyI,(C6-io)aiyl(Ci^)al^ 
hetero(C5.io)aryl(Ci^)alkyl, (C9.io)bicycloaryl(Ci^)alkyl or 
hetero(C8.io)bicycloaryl(Ci^)alkyl; 

R'^ is (C6-io)aryl, hetero(C5-io)aryl, (C9-io)bicycloaryl or hetero(C8-io)bicycloaryl; 

R'^ is (Ci.6)alkyl, (C3.io)cycloalkyl(Co^)alkyl, hetero(C3.io)cycloalkyl(Co.3)alkyl, 
(C6.io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, (C9.io)bicycloaryl(Co-6)alkyl or 
hetero(C8.io)bicycloaryl(Co-6)alkyl, with the proviso that when X^ is cyano, then R*' is 
(Ci^)alkyl, (C3-io)cycloalkyl(Ci^)alkyl, hetero(C3-io)cycloalkyl(Ci^)alkyl, 
(C6-io)aryl(Ci^)alkyl, hetero(C5.io)aryl(Ci^)alkyl, (C9.io)bicycloaryl(Ci^)alkyl or 

hetero(C8.io)bicycloaryl(Ci.6)alkyU 

R^* is hydrogen, (Ci^5)alkyl, (C3.io)cycloalkyl(Co^)alkyl, 
hetero(C3.io)cycloalkyl(Co^)alkyl, (C6-io)aiyl(Co^)alkyl,hetero(C5.jo)aryl(Co-6)alkyl, 
(C9-io)bicycloaryl(Co^)alkyl or hetero(C8.io)bicycloaryl(Co^)alkyl, with the proviso that when 
X^ is cyano, then R^' is (Ci-6)alkyl, (C3.io)cycloalkyl(Ci^)alkyl, 
hetero(C3-io)cycloalkyl(Ci^)alkyl, (C6-io)aryl(Ci^)alkyl, hetero(C5-io)aryl(Ci^)alkyl, 
(C9.io)bicycloaryl(Ci^)alkyl or hetero(C8.io)bicycloaryl(Ci^)alkyl; and 

wherein within R^, R", R'^, R*^ and R** any alicyclic or aromatic ring system is 
unsubstituted or substituted further by 1 to 5 radicals independently selected fi-om (Ci^)alkyl, 
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(C,^)alkylidene, cyano, halo, haIo-substituted(Ci^)alkyl, nitro, -X^'^R'^ -X^NR'^C(0)R'^, 
-X^'^C(0)OR'^ -X^'^C(0)NR'^R'^ -XW^C(NR'^)NR'2R'^ .x^or'^, -X^SR'^, 
-X*C(0)OR'^ -X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR•^R'^ -X^S(0)2NR'^R'^ 
-X^'2S(0)2R'^ -X5p(0)(OR^2)OR'^ -X^OP(0)(OR•2)OR'^ -X^'2C(0)R*\ -X^S(0)R'^ 

5 -X^C(0)R'' and -X^S(0)2R'^ and/or 1 radical selected from -R"*, -X'OR'", -X^SR*'*, 
-X^S(0)R*\ -X^S(0)2R'\ -X'C(0)R'^ -X^C(0)OR'^ -X^OC(0)R'^ -X^•''R'^ 
-X^•'C(0)R'^ -X^'='C(0)OR'^ -X'C(0)NR"•R'^ -X'S(0)2NR''R'^ -X^*'S(0)2R'^ 
-X^NR'^C(0)NR^'*R'^ and -X^'^C(NR^^)NR"*R'^ and within R^ and R'* any aliphatic 
moiety is unsubstituted or substituted further by 1 to 5 radicals independently selected from 

10 cyano, halo, nitro, -NR' V^ -NR''C(0)R•^ -NR''C(0)0R'^ -NR'2C(0)NR*='r'^ 

-NR*^C(NR'^)NR*^R'\ -OR'^ -SR'^ -C(0)OR'^ -C(0)R'^ -0C(0)R'^ -C(0)NR'2r*^ 
-S(0)2NR'^R'^ -NR•^S(0)2R'^ -P(0)(0R'^)0R*', -OP(0)(OR'^)OR^^ -NR'2C(0)R'^ 
-S(0)R'^ and -S(0)2R*^; wherein X^, R'^, R^^ and R'" are as described above, with the proviso 
that when X^ is cyano and X^ is -OR"*, where R"* is defined as -R*'', or -NHR"*, then any 

15 aromatic ring system present within R** or R** is not substituted fiirther by halo, 

(C3-io)cycloalkyl, hetero(C3-io)cycloalkyl, (C6-io)aryl, hetero(C5.io)aryl, (C9.io)bicycloaryl or 
hetero(C8.io)bicycloaryl; with the proviso that only one bicyclic ring structure is present 
within R^, R* or R^^; and the A'-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts 

20 and solvates of such compoimds and the TZ-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

2. A compound of Claim 1 , which is of the following formula: 




in which X^ is hydrogen, fluoro, -OH, -OR'*, -NHR'^ 
R^, R*, R'^ and X* are the same as defined in claim 1 . 



30 



A compound of Claim 1 or Claim 2 in which: 
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is -NHC(R')(R^)X^ or -NHCH(R'')C(0)R^°; 

is hydrogen, fluoro, -OH, -OR^, -NHR'^ or -NR''r" and X' is hydrogen or X^ and 
X' both represent fluoro; 

X^ is cyano, -C(R')(R')R'^ -C(K^(pR%, -CH2C(0)R'^ -CH=CHS(0)2R^ 
5 -C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R*^)S02R* or -C(0)C(0)R^; wherein R* is hydrogen, (Ci-4)alkyl, 
(C3.io)cycloalkyl(Co-6)alkyl, hetero(C3-io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co^)alkyl, 
hetero(C5.io)aryl(Co-6)alkyI, (C9.io)bicycloaryl(Co-6)alkyl or 

hetero(C8-io)bicycloaryl(Co-6)alkyl; R^ is hydrogen, hydroxy or (Ci^)alkyl; or where X^ 

10 contains an -NR^R^ group, R^ and R* together with the nitrogen atom to which they are both 
attached, form hetero(C3-io)cycloalkyl, hetero(C5.io)aryl or hetero(C8-io)bicycloaryI; R' is 
hydrogen or (CM)alkyl and R* is hydroxy or R' and R* together form oxo; R'^ is hydrogen, - 
X*. -CFa, -CF2CF2R' or -N(R^)OR^ R' is hydrogen, halo, (CM)alkyl, (C5.io)aryl(Co^)alkyl or 
(C5.io)heteroaryl(Co^)alkyl, with the proviso that when X^ is cyano, then X^ is hydrogen, 

15 fluoro, -OH, -OR'* or -NR^'R^' and X' is hydrogen or X^ and X' both represent fluoro; 

X* comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicycUc ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X* is other than a 
heteromonocyclic ring containing 5 ring member atoms, wherein no more than two of the ring 

20 member atoms comprising the ring are heteroatoms, then X^ is fluoro, -OH, -OR"*, -NHR'^ or 
-NR^'r'* and X' is hydrogen or X^ and X' both represent fluoro; 

wherein within R^, X^ or X'* any alicyclic or aromatic ring system is vmsubstituted or 
substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, (Ci^)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^R'^R'^ -X^NR'^C(0)R'^, 

25 -X^^^C(0)OR'^ -X^'^C(0)NR'^R'^ -X^R'^C(NR'2)NR■^R'^ -X^OR'^ -X^SR^^ 
-X^C(0)OR•^ -X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR•^R'^ -X^S(0)2NR'^R'^ 
-X'NR^2S(0)2R'^ -X'P(0)(0R'2)0R*^ -X^0P(0)(0R'2)0R'^ -X^'^C(0)R'^ -X^S(0)R'^ 
and -X^S(0)2R'^ and/or 1 radical selected from -R^\ -X^OR'^ -X^SR^^ -X^S(0)R'\ 
-X^S(0)2R^^ -X^C(0)R'\ -X^C(0)OR'^ -X^0C(0)R", -X^"•R'^ -X^'^C(0)R'*, 

30 -X^'2C(0)0R'\ -X^C(0)NR^^R*^ -X^S(0)2NR'V^ -X^^^S(0)2R'\ 

-X^'^C(0)NR^^R'^ and -X^*2C(NR'^)NR*^R'^ wherein X^ is a bond or (Cj-6)alkylene; 
R'^ at each occurrence independently is hydrogen, (Ci^)alkyl or halo-substituted(Ci-6)alkyl; 
R'^ is (Ci^)alkyl or halo-substituted(Ci^)alkyl; and R'" is (C3-io)cycloalkyl(Co-6)alkyl, 
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hetero(C3.io)cycloalkyl(C()-3)alkyl,(C6-io)aryl(C()^)alkyl,hetero(C5.io)aryl(Co^)al^ 
(C9-io)bicycloaryl(Co^)aUcyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (Ci^)alkyl and is selected from a group consisting of hydrogen, 
cyano, -X^^^R^^ -X^'^C(0)R'^ -X^'^C(0)OR'^ -R", -X^'^C(0)NR'^R^^ 
-X^^^C(NR'^)NR*^R'^, -X^OR'^ -X^SR'^ -X^C(0)OR'^ -X^C(0)R'^, -X^OC(0)R^^ 
-X^C(0)NR'2R'^ -X^S(0)2NR'2R*^ -X^'2S(0)2R'^ -X^P(0)(OR*^)OR•^ 
-X^OP(0)(OR^^)OR'^ -X^'2C(0)R", -X^S(0)R'^ -X^S(0)2R'^ -R''', -X^OR'^ -X^SR'^ 
-X^S(0)R'^ -X^S(0)2R'\ -X^C(0)R'^ -X^C(0)OR'^ -X^OC(0)R'^ -X^NR''*R'^ 
-X^NR'2C(0)R'^ -X^NR'^C(0)OR'^ -X^C(0)NR'^R'^ -X^S(0)2NR'''r'^ -X^'^S(0)2R'\ 
-X*NR'2C(0)NR^''r'2 and -X^'^C(NR'^)NR'^R'^ wherein X^ R'^ R'^ and R'^ are as 
defined above; or R' and R^ taken together with the carbon atom to which both R' and R"^ are 
attached form (C3.8)cycloalkylene or (C3-8)heterocycloalkylene; wherein within said R"^ any 
heteroaryl, aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is 
unsubstituted or substituted with 1 to 3 radicals independently selected from (Ci^)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^'^R*^, -X^'^C(0)R*^, 
-X^'^C(0)OR'^ -X^'^C(0)NR'^R'^ -X^'^C(NR•^)NR'^R'^ -X^OR'^ -X'SR'^ 
-X^C(0)OR'^ -X^C(0)R*^ -X^0C(0)R", -X^C(0)NR'^R*^ -X^S(0)2NR' V^ 
-X^R'^S(0)2R'^, -X^P(0)(OR'^)OR'^ -X^OP(0)(OR'^)OR'^ -X^'^C(0)R'^ -X^S(0)R", 
-X^S(0)2R'^ and -X^C(0)R'^ wherein X^ R'^ and R'^ are as defined above; 

R^ is (Ci.6)alkyl or -C(R*)(R^)X^, wherein R^ is hydrogen or (Ci.6)alkyl and X* is 
selected from -X^NR^^R'^ -X^NR'^C(0)R'^ -X^R'2C(0)0R'^ -X^NR'^C(0)NR'^R'^, 
-X^NR'^C(NR'^)NR* V^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^OC(0)R•^ 
-X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -X'NR'2S(0)2R'^ -X^P(0)(OR'^)OR'^ 
-X^OP(0)(OR'^)OR'^ -X^C(0)R'\ -X^NR'^C(0)R'^ -X^S(0)R'^ -X'S(0)2R'^ -R'^ 
-X^OR'^ -X^SR'\ -X^S(0)R'\ -X^S(0)2R'\ -X^C(0)R"*, -X5C(0)0R'\ -X^OC(0)R'^ 
-X^'^R'^, -X^'^C(0)R''', -X^^^C(0)OR'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R^^ 
-X^'^S(0)2R•^ -X^NR^^C(0)NR'^R'^ and -X^'^C(NR'^)NR"'r'^ wherein X^ R^^ R'^ 
and R"* are as defined above; 

R^ is selected from -X*NR' V^ -X'NR^^C(0)R*^, -X'^^R^^C(0)OR'^ 
-X'^'^C(0)NR'^R'^, -X'lSfR'^C(NR^^)NR'^R'^, -X'OR^^ -X*SR'^ -X^C(0)0R'^. 
-X^C(0)R•^ -X*OC(0)R'^ -X^C(0)NR'^R•^ -X*S(0)2NR'2R'^ -X'NR'^S(0)2R'^ 
-X*P(0)(0R'^)0R'\ -X^0P(0)(0R'^)0R'\ -X^C(0)R'^ -X*NR'^C(0)R'\ -X*S(0)R'^ 
-X*S(0)2R'^ -R'^ -X*OR'^ -X^SR'\ -X*S(0)R*^ -X*S(0)2R'^ -X*C(0)R'^ -X^C(0)OR'^ 
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-X*OC(0)R^^ .X^NR^'^R^^ -X^NR'^C(0)R^^ -X^R^^C(0)OR^^ .X^C(0)NR^'^R^^ 
-X^S(0)2NR*'*R^^ -X^NR^^S(0)2R^^ -X^NR^^C(0)NR^'*R'^ and -X*NR^^C(NR*^)NR^^R*^ 
wherein X^ is (Ci-6)alkylene and X^, R*^, R*^ and R^"* are as defined above, with the proviso 
that when X^ is cyano and X^ is -OR^, where R^ is defined as -R*^, then R*^ is 
(C3.io)cycIoalkyl(Ci-6)alkyUhetero(C3-io)cycloalkyl(Ci-3)alky^ (C6.io)aryl(Ci^)alkyl, 
hetero(C5.io)aryl(Ci^)alkyU (C9.io)bicycloaryl(Ci-6)alkyl or 
hetero(C8-i o)bicycloary 1 (C i -6)alkyl ; 

R^^ is (C6.io)aryl, hetero(C5.io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; 

R^^ is (Ci-6)alkyl, (C3.io)cycloalkyl(Co^)alkyl, hetero(C3.io)cycloalkyl(Co-3)alkyl, 
(C6-io)aryl(Co.6)alkyl, heterQ(C5-io)aryl(Co.6)alkyU (C9.io)bicycloaryl(Co^)alkyi or 
hetero(C8-io)bicycloaryl(Co-6)alkyl, with the proviso that when X^ is cyano, then R^ is 
(Ci^)alkyl, (C3.io)cycioalkyl(Ci^)alkyl, hetero(C3.io)cycloalkyl(Ci^)alkyl, 
(C6.io)aryl(Ci^)alkyl, hetero(C5.io)aryl(Ci.6)alkyU (C9.io)bicycloaryl(Ci-6)alkyl or 
hetero(C8.io)bicycloaryl(Ci^)alkyl; 

R^^ is hydrogen, (Ci^)alkyl, (C3-io)cycloalkyl(Co^)alkyl, 
hetero(C3-i o)cycloalkyl(Co^)alkyl, (C6.io)aryl(Co-6)alkyl, hetero(C5.io)aryl(Co^)alkyl, 
(C9.io)bicycloaryl(Co^)alkyl or hetero(C8.io)bicycloaryl(Co^)alkyl, with the proviso that when 
X^ is cyano, then R*^ is (Ci-6)alkyl, (C3.io)cycloalkyl(Ci^)alkyl, 
hetero(C3-io)cycloalkyl(Ci.6)alkyl, (C6.io)aryl(Ci-6)alkyl, hetero(C5.io)aryl(Ci^)alkyl, 
(C9.io)bicycloaryl(Ci-6)alkyl or hetero(C8.io)bicycloaryl(Ci.6)alkyl; and 

R^^ and R^^ together with the atoms to which R^^ and R^^ are attached form 
(C4.8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising 
the ring is a heteroatom selected from -NR^^- or -0-, wherein the ring is unsubstituted or 
substituted with R^, wherein R^ is as defined above, and R^^ is hydrogen, -C(0)OR^^, 
-C(0)R*^ -C(0)NR^^R^^ -S(0)2NR'^R^^ -S(0)R^^ and -S(0)2R^^ -S(0)R'^ -S(0)2R^\ 
-C(0)R^\ -C(0)OR^^ -C(0)NR'^R^^ and -S(0)2NR^'^R^^ wherein R^^ R^^ and R*"* are as 
defined above; 

wherein within R^, R^, R^^, R^^ and R^* any alicyclic or aromatic ring system is 
unsubstituted or substituted further by 1 to 5 radicals independently selected fi-om (Ci^)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^^^R*^ -X^NR*^C(0)R^^, 
-X^NR^^C(0)OR*^ -X^NR^^C(0)NR^^R^^ -X^R'^C(NR^^)NR^^R^^ -X^OR*^ -X^SR^^ ' 
-X^C(0)OR^^ -X^C(0)R^^ -X^OC(0)R'^ -X^C(0)NR^^R^^ -X^S(0)2NR^^R^^ 
-X^^2S(0)2R^^ .X^P(0)(OR^^)OR*^ -X^OP(0)(OR^^)OR^^ .X^^^C(0)R^\ -X^S(0)R^^ 
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-X^C(0)R" and -X^S(0)2R" and/or 1 radical selected from -R'\ -X^0R'\ -X^SR'^ 
-X^S(0)R'\ -X^S(0)2R", -X^C(0)R^^ -X^C(0)0R'\ -X^OC(0)R'^ -X^''R'^ 
-X^■^C(0)R'^ -XW^C(0)OR''. -X^C(0)NR'^R*^ -X'S(0)2NR"R•^ -X^R>2S(0)2R'\ 
-X^^^C(0)NR'^R^^ and -X^'^C(NR^^)NR"'R*^ and within R^ and R* any aliphatic 

5 moiety is unsubstituted or substituted further by 1 to 5 radicals independently selected from 
cyano, halo, nitro, -NR'^R'^ -m0^C(O)R'\ -NR''C(0)OR•^ .NR'2C(0)NR'^R*\ 
-NR'^C(NR'2)NR'2R•^ -OR'^ -SR'^ -C(0)0R'^ -C(0)R'^ -OC(0)R'^ -C(0)NR*2R'^ 
-S(0)2NR'2r'^ -NR>'S(0)2R'^ -P(0)(0R'2)0R'^ -OP(0)(OR'')OR'^ -me^c(0)R'\ 
-S(0)R'^ and -S(0)2R'^; wherein X^ R^^, R^^ and R'* are as described above, with the proviso 

10 that when X^ is cyano and X^ is -OR'*, where R'* is defined as -R^'', or -NHR'^ then any 
aromatic ring system present within R'"* or R'^ is not substituted fiirther by halo, 
(C3-io)cycloalkyl, hetero(C3-io)cycloalkyl, (C6-io)aryl, hetero(C5-io)aryl, (C9-io)bicycloaryl or 
hetero(C8-io)bicycloaryl; with the proviso that only one bicyclic ring structure is present 
vdthin R^, R^ or R''; and the iV-oxide derivatives, prodrug derivatives, protected derivatives, 

15 individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts 
and solvates of such compounds and the A'^oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

4. The compound of Claim 1 or Claim 2 in which: 
20 X* is -NHC(R')(R^)X^ or -NHCH(R'^)C(0)R^"; 

X^ is hydrogen, fluoro, -OH, -OR", -NHR'^ or -NR'^R'* and X' is hydrogen or X^ and 
X' both represent fluoro; 

X^ is -C(R')(R'')R'^ -C(R^)(OR*)2, -CH2C(0)R'^ -CH=CHS(0)2R', 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
25 -C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ wherein R^ is hydrogen, (CM)alkyl, 

(C3-io)cycloalkyl(Co^)alkyl,hetero(C3.io)cycloalkyl(Co.3)alkyl,(C6-io)aiyl(Co^)alkyl, 
hetero(C5.io)aryl(Co^)alkyl, (C9.io)bicycloaryl(Co^)alkyl or 

hetero(C8-io)bicycloaryl(C(Mi)alkyl; R*^ is hydrogen, hydroxy or (Ci-6)alkyl; or where X^ 
contains an -NR^R* group, R^ and R* together with the nitrogen atom to which they are both 
30 attached, form hetero(C3.io)cycloalkyl, hetero(C5-io)aryl or hetero(C8-io)bicycloaryl; R^ is 
hydrogen or (Ci^)alkyl and R^ is hydroxy or R' and R* together form oxo; R'* is hydrogen, - 
X^ -CPs, -CF2CF2R' or -N(R^)OR^ R' is hydrogen, halo, (Ci^)alkyl, (C5-io)aryl(Co-6)alkyl or 
(C5.io)heteroaryl(C(«)allcyl; 
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comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X* is other than a 
heteromonocyclic ring containing 5 ring member atoms, wherein no more than two of the ring 

5 member atoms comprising the ring are heteroatoms, then is fluoro, -OH, -OR*, -NHR'^ or 
-NR'^R'* and X' is hydrogen or X^ and X^ both represent fluoro; 

wherein within R^, X^ or X* any alicyclic or aromatic ring system is iinsubstituted or 
substituted further by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci^)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X'NR'^R'^ -X^R'2C(0)R'^ 

10 -X^NR'^C(0)0R'^ -X^R'^C(0)NR'^R'^ -X^'^C(NR'^)NR'^R'^ -X^OR'^ -X^SR'^ 
-X^C(0)OR'^ -X^C(0)R^^ -X^OC(0)R•^ -X^C(0)NR'^R'\ -X^S(0)2NR^^R'^ 
-X^•^S(0)2R*^ -X*P(0)(OR'^)OR'^ -X^0P(0)(0R'^)0R'\ -X^NR^^C(0)R'^ -X^S(0)R'^ 
and -X^S(0)2R'^ and/or 1 radical selected from -R'", -X^OR'", -X^SR'\ -X^S(0)R'\ 
-X5S(0)2R'\ -X^C(0)R'\ -X^C(0)OR•^ -X^0C(0)R'\ -XWR'^ -X^'^C(0)R'\ 

15 -X^^2C(0)0R'^ -X^C(0)NR'^R^^ -X^S(0)2NR'V^ -XW2S(0)2R•^ 

-X^'^C(0)NR^'*R'^ and -X^*^C(NR'^)NR*'*R'\ \^ile^ein X^ is a bond or (Ci^)alkylene; 
R'^ at each occurrence independently is hydrogen, (Ci^)alkyl or halo-substituted(Ci^)alkyl; 
R*^ is (Ci^)alkyl or halo-substituted(Ci^)alkyl; and R''* is (C3.io)cycloalkyl(Co^)alkyl, 
hetero(C3-io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co^)alkyl, hetero(C5.io)aryl(Co-6)alkyl, 

20 (C9.io)bicycloaryl(Co-6)alkyl or hetero(C8.io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (Ci.6)alkyl and R^ is selected from a group consisting of hydrogen, 
cyano, -X5NR'^R'^ -X^R^^C(0)R^^ -X^NR'^C(0)OR'^ -R'^ -X^'^C(0)NR'^R'^ 
-X^R'^C(NR•^)NR'^R'^ -X^OR^^ -X^SR'^ -X^C(0)OR*^ -X^C(0)R'^ -X^OC(0)R'^ 
-X^C(0)NR^^R'^ -X^S(0)2NR'^R'^ -X^'^S(0)2R'^ -X^?(q)(OR^^)OR^^, 

25 -X^OP(0)(OR^^)OR^^ -X^NR•^C(0)R'^ -X^S(0)R'^ -X^S(0)2R'^ -r'\ -x^or'^ -x^sr'*, 
-X^S(0)R*^ -X^S(p)2^^\ -X^C(0)R'^ -X^C(0)0R'\ -X'0C(0)R'*, -X^NR'*R'^ 
-X^'^C(0)R*^ -X^'^CCOOR^'*, -X^C(0)NR'^R'^ -X^S(0)2NR''*R'^ -X^'2S(0)2R"', 
-X^'^C(0)NR^*R'^ and -X^'^C(NR'^)NR*^R'^ wherem X^ R^^ R" and R''* are as 
defined above; or R' and R^ taken together with the carbon atom to which both R' and R^ are 

30 attached form (C3-8)cycloalkylene or (C3-8)heterocycloalkylene; wherein within said R^ any 
heteroaryl, aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is 
unsubstituted or substituted with 1 to 3 radicals independently selected from (Ci^)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^NR'^R'^, -X^'^C(0)R'^ 
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-XW^C(0)OR'^ -X^'^C(0)NR*^R'^ -X^^2C(NR*^)NR'^R'^ -X^OR'^ -X^SR'^ 
-X^C(0)OR•^ -X^C(0)R^^ -X*OC(0)R'^ -X'C(0)NR■^R^^ -X^S(0)2NR'^R'^ 
-X^R'^S(0)2R'^ -X^P(0)(OR'^)OR'^ -X^OP(0)(OR'^)OR'^ -XW^C(0)R", -X5S(0)R", 
-X^S(0)2R" and -X'C(0)R'^ wherein X^ R'^ and R'^ are as defined above; 

5 R^ is (Ci^)alkyl or -C(R^)(R^)X*, wherein R^ is hydrogen or (Ci^)alkyl and X^ is 

selected from -X^''R'^ -X^''C(0)R'^ -X^'2C(0)OR'^ -X^•2C(0)NR•^R'^ 
-X'NR'2C(NR'2)NR^2R'^ -X^OR'^ -X'SR'^ -X^C(0)OR'^ -X'C(0)R*^ -X^0C(0)R'^ 
-X'C(0)NR'2r'^ -X5S(0)2NR'2r'^ -XW2S(0)2R'', -X'P(0)(0R•2)0R'^ 
-X^0P(0)(0R'2)0R'^ -X^C(0)R'^ -X'NR^2C(0)R•^ -X^S(0)R'^ -X'S(0)2R'^ -R'\ 

10 -X'OR'^ -X'SR'\ -X'S(0)R'^ -X'S(0)2R'^ -X'C(0)R'\ -X5C(0)0R^\ -X'OC(0)R'^ 
.X'NR'^R•^ -X'NR''C(0)Rl^ -X'NR•'C(0)OR'^ -X'C(0)NR^'R'^ -X'S(0)2NR'^R'^ 
-XW^S(0)2R^\ .X^NR*2C(0)NR"'R^2 and -X^R'2C(NR'^)NR'^R^^ wherein X^ R^^ R'^ 
and R** are as defined above; 

R^ is selected fi-om -X*NR'^R'^ -X*NR'2C(0)R'^ -X«NR^2C(0)0R'\ 

15 -X*NR'^C(0)NR'2R•^ -X*NR'^C(NR'^)NR'^R?^ -X'^OR", -X^SK'\ -X^C(0)OR•^ 
-X5C(0)R'^ -X''OC(0)R*^ -X^C(0)NR^^R'^ -X*S(0)2NR^^R'^ -X*NR'^S(0)2R'^ 
-X^P(0)(0R'^)0R'\ -X*OP(0)(OR'^)OR•^ -X^C(0)R'^ -X W2C(0)R'\ -X*S(0)R", 
-X«S(0)2R'', -R", -X«0R^\ -X«SR'\ -X''S(0)R'\ -X'S(0)2R'\ -X'C(0)R'^ -X'C(0)OR'^ 
-X''OC(0)R'^ -X'NR'^R'^ -X^NR'2C(0)R'^ -X'NR'^C(0)0R'\ -X5C(0)NR'^R'^ 

20 -X'S(0)2NR"*R'^ -X*NR'2S(0)2R*^ -X^NR'2C(0)NR''R'2 and -X^NR''C(NR'2)NR*^R^2 
wherein X* is (Ci^)alkylene and X^, R*^, R^^ and R*" are as defined above; 

R'^ is (C6-io)aryl, hetero(C5.io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; 
R'' is hydrogen, (Ci^)alkyl, (C3.io)cycloalkyl(Co-6)alkyl, 
hetero(C3-io)cycloalkyl(Co-6)alkyl,(C6.io)aryl(Co^)alkyl,hetero(C5oo)aryl(Co-6)alky^ 

25 (C9.io)bicycloaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 

r" is (Ci-6)alkyl, (C3-io)cycloalkyl(Co^)alkyl, hetero(C3.io)cycloalkyl(Co-6)alkyl, 
(C6.io)aryl(Co^)alkyl, hetero(C5.io)aryl(Co^)alkyl, (C9-io)bicycloaryl(Co^5)alkyl or 
hetero(C8.io)bicycloaryl(Co^)alkyl; and 

R'' and R^° together with the atoms to which R^' and R^° are attached form 
30 (C4.8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising 
the ring is a heteroatom selected from -NR^'- or -0-, wherein the ring is unsubstituted or 
substituted with R^, wherein R^ is as defined above, and R^' is hydrogen, -C(0)0R'^, 
-C(0)R•^ -C(0)NR'2R'^ -S(0)2NR'^R'^ -S(0)R'^ and -S(0)2R'^ -S(0)R'', -S(0)2R'^ 
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-C(0)R"*, -C(0)OR'^ -C(0)NR'^R^^ and -S(0)2NR''*R'^, wherein R'^, R'^ and R"* are as 
defined above; 

wherein within R^, R^, R'^, R'^ and R'* any alicyclic or aromatic ring system is 
imsubstituted or substituted further by 1 to 5 radicals independently selected firom (CM)alkyl, 

5 (Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^'^R*^ -X^'^C(0)R^^, 
.X^NR'^C(0)OR'^ -X^NR•^C(0)NR•^R^^ .xW^C0SfR'2)NR'2R'^ -X^OR*^ -X'SR^^ 
-X^C(0)OR'^ -X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ 
-X^'2S(0)2R'^ -X^P(0)(0R'^)0R'^ -X^0P(0)(0R*^)0R'^ -XW^C(0)R'^ -X^S(0)R'^ 
-X^C(0)R*^ and -X^S(0)2R" and/or 1 radical selected from -R^\ -X^0R'\ -X^SR^\ 

10 -X^S(0)R'^ -X'S(0)2R'^ -X^C(0)R'', -X'C(0)0R'^ -X'0C(0)R"*, -X WR•^ 

-XW2C(0)R'\ -XW^C(0)0R'\ -X^C(0)NR"'r'^ -X5S(0)2NR^'*R'^ -X^'^S(0)2R'^ 
-X^R'^C(0)NR^'*R^^ and -X^R'^C(NR'^)NR'''r'^; and within R^ and R^ any aliphatic 
moiety is unsubstituted or substituted further by 1 to 5 radicals independently selected from 
cyano, halo, nitro, -NR'2R'^ -NR>2C(0)R'^ -NR>^C(0)OR'^ -NR'2C(0)NR'2R'^ 

15 -NR'^C(NR'^)NR'^R'^ -0R'\ -SR'\ -C(0)OR•^ -C(0)R'^ -OC(0)R'^ -C(0)NR'2R'^ 
-S(0)2NR'^R^^ -NR'^S(0)2R'', -P(0)(0R*2)0R'\ -OP(0)(OR'^)OR'^ -NR*^C(0)R'^ 
-S(0)R'^ and -S(0)2R"; wherein X^ R'^, R'^ and R^* are as described above; with the proviso 
that only one bicyclic ring structure is present within R^, R"* or R'^; and the iV-oxide 
derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 

20 isomers thereof; and the pharmaceutically acceptable salts and solvates of such compovinds 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof. 

5. A compound of Claim 1 or Claim 2 in which: 
25 X' is -NHC(R')(R^)X^ or -NHCH(R'')C(0)R^°; 

X^ is hydrogen, fluoro, -OH, -OR* or -NR"r'* and X' is hydrogen or X^ and X^ both 
represent fluoro; 

X^ is cyano; 

wherein within X^ any alicyclic or aromatic ring system is unsubstituted or substituted 
30 fiirther by 1 to 5 radicals independently selected from (Ci^)alkyl, (Ci^)alkylidene, cyano, 
halo, halo-substituted(Ci^)alkyl, nitro, -X^'2R^^ -X^'^C(0)R'^ -X^'^C(0)OR'^ 
-X^'^C(0)NR'^R'^ -X^'^C(NR'^)NR'^R'^ -X*OR■^ -X^SR^^ -X^C(0)OR'^ 
-X^CiO)R'\ -X^OC(0)R'^ -X^C(0)NR'^R'^ -X'S(0)2NR'^R'^ -X^'^S(0)2R*^ 
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-X^P(0)(OR'^)OR^^ -X^OP(0)(OR'^)OR'^ -X^'^C(0)R'^ -X5S(0)R'^ and -X^S(0)2R'^ 
and/or 1 radical selected from -R^\ -X^OR'^ -X^SR'^ -X^S(0)R'\ -X'S(0)2R'\ -X^C(0)R•^ 
-X^C(0)0R'\ -X^OC(q)K^\ -X^'''R^^ -X^'2C(0)R'^ -X^^^C(0)0R}\ 
-X^C(0)NR'^R'^ -X^S(0)2NR*''R*^, -X^'^S(0)2R''', -X^'2C(0)NR"*R^^ and 
-X^*^C(NR*^)NR"*R'^ wherein X^ is a bond or (Ci^)alkylene; R'^ at each occurrence 
independently is hydrogen, (Ci^)alkyl or halo-substituted(Ci^)alkyl; R^^ is (Ci-6)alkyl or 
halo-substituted(Ci^)alkyl; and R'" is (C3-io)cycloalkyl(Co-6)alkyl, 
hetero(C3.io)cycloalkyl(Co-3)alkyl, (C6-i6)aryl(Co-6)alkyl, hetero(C5.io)aryl(Co^)alkyl, 
(C9.io)bicycIoaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (Ci.6)alkyl and R^ is selected from a group consisting of hydrogen, 
cyano, -X^'^R'^ -XW^C(0)R'^ -X^NR'2C(0)OR'^ -R'^ -XW^C(0)NR'2R■^ 
-X'NR'^C(NR^2)NR'^R'^ -X^OR'^ -X^SR^^ -X5C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR'2R'^ -X^S(0)2NR'2R•^ -XW2S(0)2R'^ -X5p(0)(0R'=^)0R'^ 
-X^0P(0)(0R^2)0R'^ -X^'^C(0)R", -X^S(0)R'^ -X^S(0)2R'^ -R^^ -x^or'^ -x^sr'\ 
-X^S(0)R^^ -X^S(0)2R", -X'C(0)R'*, -X'C(0)0R'\ -X^0C(0)R'*, -X^NR'^R'^ 
-X^^2C(0)R''*, -X^'^C(0)OR^^ -X^C(0)NR'^R*^ -X^S(0)2NR*V^ -X^'^S(0)2R'^ 
-X^^2C(0)NR'^R'^ and -X^'2C(NR^^)NR*'*R*^ wherein X^ R'^ R" and R'* are as 
defined above; or R' and R^ taken together with the carbon atom to which both R' and R^ are 
attached form (C3.8)cycloalkylene or (C3-8)heterocycloalkyIene; wherein wifliin said R^ any 
heteroaryl, aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is 
unsubstituted or substituted with 1 to 3 radicals independently selected from (Ci-6)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^R'^R'^, -X^NR'^C(0)R'\ 
-X^NR'^C(0)0R'^ -X^NR'^C(0)NR^2R'^ -X^NR^^C(NR*^)NR'2r'^ -X^0R'\ -X^SR'^ 
-X^C(0)0R'\ -X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ 
-X^NR^^S(0)2R'^, -X^P(0)(0R'^)0R'^ -X^OP(0)(OR'^)OR'^ .X^NR'^C(0)R*^ -X^S(0)R*\ 
-X^S(0)2R" and -X'C(0)R'^, wherein X^ R^^ and R*^ are as defined above; 

R' is (Ci^)alkyl or -C(R*')(R^)X^ wherein is hydrogen or (Ci^)alkyl and X^ is 
selected from -X^^2R•^ -XW2C(0)R*^ -X^'^C(0)OR^^ -X^'^C(0)NR'^R•^ 
-X^■^C(NR'^)^^R'^R'^ -X^OR*^ -X'SR•^ -X^C(0)0R'^ -X^C(0)R^\ -X^OC(0)R'^ 
-X^C(0)NR^^R•^ -X^S(0)2NR'^R'^ -X^'^S(0)2R'^ -X^P(0)(OR•^)OR'^ 
-X^OP(0)(OR^^)OR^^ -X^C(0)R", -X^'2C(0)R'^ -X5S(0)R", -X^S(0)2R", -R'^ 
-X^OR^\ -X^SR'\ -X^S(0)R'\ -X^S(0)2R'\ -X^C(0)R'^ -X^C(0)OR'^ -X^OCCOR'^ 
-X^NR'^R'^ -X^'^C(0)R^^ -X^NR*^C(0)0R"', -X^C(0)NR'^R'^ -X*S(0)2NR'''R*^ 
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.X^NR*^S(0)2R^^ -X^^^C(0)NR''^R*^ and -X^'^C(NR^^)NR^^R'^ wherein X^ R^^ R^^ 
and R^^ are as defined above; 

R^ is selected from -X^NR^^R^^ -X^NR^^C(0)R^^ -X^NR^^C(0)OR^^ 
-X**NR^^C(0)NR^^R^^ -X*NR^^C(NR^^)NR^^R^^ .X^OR*^ -X^SR^^ -X^C(0)OR*^ 
-X^C(0)R^^ -X^OC(0)R^^, -X^C(0)NR^^R^\ -X'*S(0)2NR*^R^^, .X^NR^^S(0)2R^^ 
.X^P(0)(OR^^)OR^^ -X^OP(0)(OR^^)OR*^ -X^C(p)R^\ -X^*2C(0)R^^ -X^S(0)R^^ 
-X^S(0)2R*\ -R^\ .X^OR^^ -X^SR^^ -X^S(0)R'\ -X^S(0)2R^'*, -X^C(0)R'\ -X^C(0)0R^\ 
-X^OC(0)R^\ -X^NR^'*R^^ -X^NR'^C(0)R^^ -X^NR^^C(0)0R^^, -X^C(0)NR^^R^^ 
-X^S(0)2NR^ V^, -X^NR'^S(0)2R'^ -X^NR^^C(0)NR^'^R^^ and -X^NR*^C(NR^^)NR^'^R^^ 
wherein X^ is (Ci^)alkylene and X^, R^^, R^^ and R^"* are as defined above, with the proviso 
that when X^ is cyano and X^ is -OR"*, where R"* is defined as -R^"*, then R^"* is 
(C3.io)cycloalkyl(Ci.6)alkyU hetero(C3.io)cycloalkyl(Ci.3)alkyl, (C6.io)aryl(Ci.6)alkyl, 
hetero(C5.io)aryl(Ci^)alkyl, (C9.io)bicycloaryl(Ci^)aikyl or 
heteroCCg-i o)bicycloaryl(C i ^)alkyl; 

R^^ is (C6-io)aryl, hetero(C5-io)aryl, (C9.io)bicycloaiyl or hetero(C8.io)bicycloaryl; 

R^^ is (Ci^)alkyl, (C3.io)cycloalkyl(Ci-6)alkyl, hetero(C3.io)cycloalkyl(Ci^)alkyi, 
(C6-io)aryl(Ci^)alkyl, hetero(C5.io)aryl(Ci^)alkyl, (C9-io)bicycloaryl(Ci-6)alkyl or 
hetero(C8-io)bicycloaryl(Ci^)alkyl; 

R^^ is (Ci.6)alkyl, (C3.io)cycloalkyl(Ci-6)alkyl, hetero(C3.io)cycloalkyl(Ci^)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5-io)aryl(Ci.6)alkyl, (C9.io)bicycloaryl(Ci.6)alkyl or 
hetero(C8-io)bicycloaryl(Ci.6)alkyl; and 

R^^ and R^^ together with the atoms to which R^^ and R^^ are attached form 
(C4.8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising 
the ring is a heteroatom selected from -NR^^- or -0-, wherein the ring is unsubstituted or 
substituted with R^, wherein R^ is as defined above, and R^^ is hydrogen, -C(0)OR^^, 
-C(0)R^^ -C(0)NR^^R^^ -S(0)2NR^^R^^ -S(0)R*^ and -S(0)2R^^ -S(0)R^\ -S(0)2R^\ 
-C(0)R^^ -C(0)OR^^ -C(0)NR*^R^^ and -S(0)2NR^'^R^^ wherein R^^ R^^ and R*^ are as 
defined above; 

wherein within R*^, R^, R^^, R^^ and R** any alicyclic or aromatic ring system is 
unsubstituted or substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, 
(Ci^)alkyndene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^TSTR^^R^^, -X^NR^^C(0)R^^ 
-X^NR^^C(0)OR^^ -X^^^C(0)NR^^R^^ .X^R^^C(NR^^)NR^^R^^ .X^OR^^ -X^SR^^ 
-X^C(0)OR^\ -X^C(0)R^^ -X^OC(0)R^^ -X^C(0)NR^^R^^ -X^S(0)2NR'^R^^ 
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-X^•^S(0)2R'^ -X^P(0)(0R•2)0R'^ -X^OP(0)(OR'^)OR•^ -X^R'2C(0)R", -X5S(0)R'^ 
-X^C(0)R'^ and -X^S(0)2R'^ and/or 1 radical selected from -R'*, -X^OR^'*. -X^SR'\ 
-X^SiO)R^\ -X^S(0)2R*^ -X^C(0)R'^ -X^CCOPR^", -X50C(0)R'*, -X^''*R'^ 
-XW^C(0)R'*, -X^'2C(0)0R'\ -X'C(0)NR''•R'^ -X'S(0)2NR* V^ -X^'^SCOzR**, 

5 -X^'^C(0)NR*''R*^ and -X^*2C(]SIR^^)NR*''R*^ and within R^ and R" any aliphatic 
moiety is xmsubstituted or substituted fiirther by 1 to 5 radicals independently selected from 
cyano, halo, nitro, -NR*^R•^ -NR'^C(0)R•^ -NR'2C(0)0R■^ -NR^2C(0)NR'2R^^ 
-NR''C(NR'')NR''R•^ -0R'\ -SR'^ -C(0)OR•^ -C(0)R'\ -OC(0)R'^ -C(0)NR'2R•^ 
-S(0)2NR'2r'^ -NR'2S(0)2R'^ -P(0)(0R'^)0R'^ -OP(0)(OR'^)OR*^ -NR'2C(0)R'\ 

10 -S(0)R'^ and -S(0)2R'^ wherein X^ R'^, R" and R"* are as described above, with the proviso 
that when X^ is -OR'', where R" is defined as -R'", or -NHR'*, then any aromatic ring system 
present within R^'* or R'* is not substituted further by halo, (C3-io)cycloalkyl, 
hetero(C3-io)cycloalkyl, (C6.io)aryl, hetero(C5-io)aryl, (C9.io)bicycloaryl or 
hetero(C8-io)bicycloaryl; with the proviso that only one bicyclic ring structure is present 

15 within R'', R'* or R'^ and the JV^oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts 
and solvates of such compoimds and the AT-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

20 6. A compound of Claim 1 or 2 in which: 

X^ is -NHC(R')(R^)X^ or-NHCH(R'')C(0)R^°; 

X^ is -OH, -0C(0)NR'^R^^ or -OC(0)R^\ wherein R'^ and R'"* are as defined below; 

X^ is cyano, -C(R■')(R*)R'^ -C(R^)(OR^)2, -CH2C(0)R'^ -CH=CHS(0)2R', 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
25 -C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ wherein R^ is hydrogen, (Ci^)alkyl, 

(C3.io)cycloalkyl(Co^)alkyl,hetero(C3.io)cycloalkyl(Co-3)alkyl,(C6-io)aryl(Co^)al^ 
hetero(C5.io)aryl(Co-6)alkyl, (C9-io)bicycloaryl(Co^)alkyl or 

hetero(C8.io)bicycloaryl(Co^)alkyl; R* is hydrogen, hydroxy or (Ci^)alkyl; or where X^ 
contains an -NR^R^ group, R^ and R^ together with the nitrogen atom to which they are both 
30 attache4 form hetero(C3-io)cycloalkyl, hetero(C5.io)aryl or hetero(C8-io)bicycloaryl; R' is 
hydrogen or (CM)alkyl and R* is hydroxy or R' and R^ together form oxo; R'^ is hydrogen, - 
X^, -CF3, -CF2CF2R' or -N(R^)OR^ R' is hydrogen, halo, (Ci-4)alkyl, (C5.io)aryl(Co-6)alkyl or 
(C5-io)heteroaryl(Co^)alkyl; 
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comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof; 

wherein within R^, or X* any alicyclic or aromatic ring system is imsubstituted or 

5 substituted further by 1 to 5 radicals independently selected from (Ci-6)alkyl, (Ci^)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^'^R^^ -X^'^C(0)R'^ 
-X^'^C(0)OR•^ -X^'^C(0)NR'^R'^ -X^^^C(NR'^)NR'^R*^ -X^OR'^ -X^SR'^, 
-X^C(0)OR^^ -X5C(0)R'^ -X^0C(0)R'\ -X'C(0)NR'^R^^ -X^S(0)2NR*^R'^ 
-X^R*^S(0)2R'1 -X^P(0)(0R'^)0R'^ -X50P(0)(0R^^)0R•^ -X^R'2C(0)R'^ -X^S(0)R'^ 

10 and -X^S(0)2R'^ and/or 1 radical selected from -R^^ -X^OR'^ -X^SR'^ -X^S(0)R'^ 

-X^S(0)2R'\ -X^C(0)R'\ -X^C(0)OR'^ -X^0C(0)R'\ -XW^R'^ -XW2C(0)R'\ 
-X^NR'^C(0)0R'\ -X^C(0)NR'^R'^ -X^S(0)2NR'^R*^ -X^NR'^S(0)2R^\ 
-X^NR^^C(0)NR"*R^^ and -X^'^C(NR^^)NR'*R^^ wherein X^ is a bond or (Ci^)alkylene; 
R'^ at each occurrence independently is hydrogen, (Ci^)alkyi or halo-substituted(Ci^)alkyl; 

15 R'^ is (Ci^)alkyl or halo-substituted(Ci^)alkyl; and R''* is (C3-io)cycloalkyI(Co-6)alkyl, 
hetero(C3.io)cycloalkyI(Co-3)alkyl, (C6-io)aryl(Co^)alkyl, hetero(C5.io)aryl(Co^)alkyl, 
(C9-io)bicycloaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co^)alkyl; 

R' is hydrogen or (Ci^)alkyl and R^ is selected from a group consisting of hydrogen, 
cyano, -X^'2R•^ -X^'^C(0)R'^ -X^'2C(0)0R'^ -R'^ -X5nr'2C(0)NR'2r^\ 

20 -X^NR'2C(NR''')NR*2r'^ -X^OR'^ -X'SR•^ -X'C(0)OR'^ -X'C(0)R'l -X^OC(0)R'^ 
-X^C(0)NR'2r'^ -X^S(0)2NR^2r'^ -X^R'^S(0)2R'^ -X^P(0)(0R'2)0R'^ 
-X^0P(0)(0R'2)0R'^ -X^'^C(0)R'\ -X^SiO)R'\ -X^S(0)2R'^ -r'\ -x'or'\ -x'sr'\ 
-X^S(0)R'\ -X'S(0)2R'^ -X^C(p)R^\ -X^C(q)OR^\ -X^OC(0)R'^ -X^^''R'^ 
-X*NR'2C(0)R'\ -X5nr'2C(0)OR'\ -X^C(0)NR'2r'^ -X'S(0)2NR''•R^^ -X^NR'^S(0)2R'\ 

25 -X^^2C(0)NR*'*R*^ and -X^R'2C(NR'^)NR"*R'^ wherein X^ R•^ R'^ and R^^ are as 

defined above; or R* and R^ taken together with the carbon atom to which both R* and R^ are 
attached form (C3.8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any 
heteroaryl, aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is 
unsubstituted or substituted with 1 to 3 radicals independently selected from (Ci^)alkyl, 

30 (Ci^)alkylidene, cyano, halo, halo-substituted(CM)alkyl, nitro, -X^*^R'^ -X^'^C(0)R'^ 
-X^'^C(0)OR'^ -X^^^C(0)NR'^R'^ -X^'^C(NR'^)NR'^R'^. -X^OR'^ -X^SR*^, 
-X^C(0)OR•^ -X*C(0)R'^ -X^0C(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ 
-X^NR'^S(0)2R^^ -X^P(0)(OR'^)OR'^ -X^0P(0)(0R'^)0R^^ -X^NR'2C(0)R'^ -X^S(0)R'^ 
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-X^S(0)2R'^ and -X^C(0)R'^, wherein X^ R'^ and R" are as defined above; 

R^ is (Ci^)alkyl or -C(R*)(R^)X**, wherein R* is hydrogen or (Ci^)alkyl and X* is 
selected fi-om -X^*^R'^ -X^'^C(0)R•^ -X^'^C(0)OR^^ -X^NR'2C(0)NR'2R^^ 
-X^'^C(NR'^)NR'^R*^, -X^OR'^ -X^SR'^ -X^C(0)0R'^, -X'C(0)R'^, -X^OC(0)R'^ 
5 -X^C(0)NR^^R'^ -X^S(0)2NR'^R•^ -X^'^S(0)2R'^ -X5p(0)(0R'^)0R'^ 

-X*OP(0)(OR'^)OR'^ -X^C(0)R^^ -X^'^C(0)R^\ -X^S(0)R'^ -X^S(0)2R'^ -R'^ 
-X'OR^'*, -X^SR'^, -X^S(0)R'^ -X^S(0)2R'\ -X^C(0)R"*, -X^C(0)0R'^, -X^0C(0)R'\ 
-X^NR^^R'^ -X^NR'^C(0)R*\ -X^NR'^C(0)0R'\ -X5C(0)NR*^R>^ -X^S(0)2NR'*R^^ 
-X^R*^S(0)2R^\ -X^NR'^C(0)NR'^R^^ and -X^^^C(NR'^)NR'''r'^ wherein X\ R'^ 

10 and R''* are as defined above; and 

R'' and R^° together with the atoms to which R'^ and R^° are attached form 
(C4-8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising 
the ring is a heteroatom selected from -NR^^- or -0-, wherein and the ring is unsubstituted or 
substituted with R^ wherein R^ is as defined above, and R^' is hydrogen, -C(0)0R'^, 

15 -C(0)R'^ -C(0)NR^^R'^ -S(0)2NR'^R>^ -S(0)R'^ and -S(0)2R*\ -S(0)R'\ -S(0)2R^\ 
-C(0)R"*, -C(0)0R''', -C(0)NR'^R'^ and -S(0)2NR"*R'^ wherein R^^ R" and R'^ are as 
defined above; 

wherein within R^, R"*, R*^, R^' and R** any alicyclic or aromatic ring system is 
unsubstituted or substituted fiirther by 1 to 5 radicals independently selected fi-om (Ci^)alkyl, 

20 (Ci^)alkylidene, cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^NR'^R'^ -X^R'^C(0)R'^ 
-X^NR'2C(0)0R'^ -X^NR'^C(0)NR'^R'^ -X^R'^C(NR'^)NR*2r'^ -X^OR'^ -X^SR'^ 
-X^C(0)OR'^ -X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ 
-X^NR'^S(0)2R'^ -X^P(0)(0R'^)0R'^ -X^0P(0)(0R'^)0R^^ -X^NR•^C(0)R'^ -X^S(0)R". 
-X^C(0)R^^ and -X^S(0)2R" and/or 1 radical selected fi-om -R'^ -X^OR'^, -X^SR^'*, 

25 -X^S(0)R^\ -X'S(0)2R'^ -X^C(0)R'\ -X^C(0)OR'^ -X^OC(0)R'^ -X^NR^^R^^ 

-X^'2C(0)R'^ -X^'2C(0)0R'^ -X^C(0)NR*^R'^ -X^S(0)2NR'^R'^ -X W2S(0)2R'^ 
-X^'^C(0)NR"'r'^ and -X^*^C(NR'^)NR''*R'^ and within R^ and R'' any aliphatic 
moiety is unsubstituted or substituted fiirther by 1 to 5 radicals independently selected firom 
cyano, halo, nitro, -NR'2R'^ -NR'2C(0)R'^ -NR'2c(0)0R'^ -NR'2c(0)NR'2R'^ 

30 -NR'^C(NR'^)NR'^R'^ -OR^^ -SR'^, -C(0)OR'^ -C(0)R*^ -OC(0)R'^ -C(0)NR'2r'2, 
-S(0)2NR'^R'^ -NR'^S(0)2R^^ -P(0)(0R'^)0R'^ -0P(0)(0R'^)0R'^ -NR'2C(0)R'^ 
-S(0)R'^ and -S(0)2R'^; wherein X^ R'^, R'^ and R"* are as described above; with the proviso 
that only one bicyclic ring structure is present within R^, R'* or R'^; and the A'-oxide 



USAV2001/0082 US CNT 



-184- 

derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers thereof; and the pharmaceutically acceptable salts and solvates of such compounds 
and the A'-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof. 

7. The compound of Claim 1 or Claim 2 in which: 

X' is -NHC(R')(R^)C(0)C(0)NR^R^, wherein is hydrogen, (CM)alkyl, 

(C3.io)cycIoalkyl(Co-6)alkyl, hetero(C3-io)cycloalkyl(Co-3)alkyl, (C6-io)aryl(Co-6)alkyl, 

hetero(C5-io)aryl(Co.6)alkyl, (C9.io)bicycloaryl(Co^)alkyl or 

hetero(C8.io)bicycloaryl(Co-6)alkyl and is hydrogen, hydroxy or (Ci.6)alkyl or R^ and R^ 
together with the nitrogen atom to which they are both attached form hetero(C3.io)cycloalkyl, 
hetero(C5.io)aryl or hetero(C8-io)bicycloaryl; 
is hydrogen; 

wherein within X' any alicyclic or aromatic ring system is imsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci^)alkylidene, cyano, 
halo, halo-substituted(CM)alkyl, nitro, -X^'^R'^ -XW^C(0)R", -X^'2C(0)0R'^ 
-X^^^C(0)NR*^R*^ -X^'^C(NR'^)NR'^R'^ -X*0R'\ -X^SR^^ -X^C(0)OR*^ 
-X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR^^R^^ -X'S(0)2NR•2R'^ -X^•^S(0)2R'^ 
-X^P(0)(OR'^)OR'^ -X'0P(0)(0R'^)0R'^ -X^'^C(0)R'^ -X^S(0)R" and -X^S(0)2R^^ 
and/or 1 radical selected from -R'^ -X'0R'\ -X^SR'\ -X^S(0)R'^ -X^S(0)2R'^ -X^C(0)R'^ 
-X^C(0)OR'^ -X^0C(0)R'\ -X^NR•''R'^ -X^NR'^C(0)R^\ -X^NR'2C(0)0R'\ 
-X^C(0)NR'^R'^ -X^S(0)2NR^^R^^ -XW^S(0)2R'\ -X^NR^^C(0)NR"'r'^ and 
-X^NR'^C(NR'^)NR"*R'^ wherein X^ is a bond or (Ci^)alkylene; R'^ at each occurrence 
independently is hydrogen, (Ci.«)alkyl or halo-substituted(Ci.6)alkyl; R^^ is (Ci^)alkyl or 
halo-substituted(Ci^)alkyl; and R"* is (C3.io)cycloalkyl(Co^)alkyl, 
hetero(C3.io)cycloalkyl(Co-3)alkyl,(C6-io)aryl(C(w)alkyl,hetero(C5-io)aryl(Co^)alkyl, 
(C9-io)bicycloaryl(Co^)alkyl or hetero(C8-io)bicycloaryl(Co^)alkyl; 

R' is hydrogen and R^ is (Ci^)alkyl; and 

R^ is -CH2X**, wherein X* is -X^'^S(0)2R'^ or -X^S(0)2R"* wherein X^ R'^ and R'" 
are as defined above; 

wherein within R^ any alicyclic or aromatic ring system is unsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci-6)alkyl, (Ci.6)alkylidene, cyano, 
halo, halo-substituted(CM)alkyl, nitro, -X^R'^R•^ -X^R'^C(0)R'^ -X^R''C(0)0R'^ 
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-X^'^C(0)NR'^R'^ -X^'^C(NR'^)NR'^R'^ -X^OR'^ -X^SR'^ -X^C(0)OR'^ 
-X^C(0)R•^ -X^0C(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -X^'^S(0)2R'^ 
-X^P(0)(OR^^)OR'^ -X^OP(0)(OR'^)OR'^ -X^R'^C(0)R•^ -X^S(0)R'^ -X^C(0)R*^ and 
-X^S(0)2R'^ and within R^ any aliphatic moiety is unsubstituted or substituted further by 1 to 

5 5 radicals independently selected from cyano, halo, nitro, -NR'^R'^, -NR'^C(0)R'^, 

-NR'2C(0)0R^^ -NR'^C(0)NR'^R'^ -NR^^C(NR•^)NR^^R'^ -OR^\ -SR'^ -C(0)OR^\ 
-C(0)R'^ -OC(0)R'^ -C(0)NR*^R'^ -S(0)2NR■^R'^ -NR'^S(0)2R^^ -P(0)(OR'^)OR'^ 
-0P(0)(0R'^)0R'^, -NR'^C(0)R'^ -S(0)R'^ and -S(0)2R'^ wherein X^ R'^ R^^ and R^" are 
as described above; with the proviso that only one bicyclic ring structure is present within R^; 

10 and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of such 
compounds and the A'-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof. 

15 8. The compoimd of Claim 3 in which: 

X^ is -NHC(R^)(R^)X^ or -NHCH(R*'jC(0)R^°, wherein R' is hydrogen or (Ci^5)alkyl 
and R^ is hydrogen, (C,^)alkyl, -X^OR'^ -X^S(0)R", -X^OR^*, (C6-io)aryl(Co.6)alkyl or 
hetero(C5.io)aryl(Co^)alkyl or R^ and R^ taken together with the carbon atom to which both R' 
and R^ are attached form (C3^)cycloalkyIene or (C3.6)heterocycloalkylene, wherein within 

20 said R^ any heteroaryl, aryl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with (Ci^)alkyl or hydroxy, wherein X^ is cyano, -C(0)R'^ -C(R^)(OR^)2, 
-CH=CHS(0)2R^ -CH2C(0)R'^ -C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ 
-C(0)CH20R^ -C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ and R'^ and R^° together with the 
atoms to which R'^ and R^° are attached form (C4-8)heterocycloalkylene, wherein no more 

25 than one of the ring member atoms comprising the ring is a heteroatom selected from -NR - 
or -0-, wherein the ring is unsubstituted or substituted with (Ci-6)alkyl or -X^C(0)OR^^ and 
R^' is hydrogen, (Ci^)alkyl, -X^C(0)R'^ -X^C(0)OR'^ -R^^ -X^C(0)R^^ or .C(0)0R'^ 

X^ is -OH or -OC(0)NR^^R^^, wherein each R^^ independently represent hydrogen or 
(Ci^)alkyl, wherein said alkyl is xmsubstituted or substituted with hydroxy or methoxy, or X 

30 is -OC(0)NHR^^ wherein R^"* is (C3.io)cycloalkyl(Co.6)alkyl or 

hetero(C3.io)cycloalkyl(Ci.3)alkyU or X^ is -OC(0)R^\ wherein R^"^ is -NR^R^^ and R^ and 
R^ together with the nitrogen atom to which both R^^ and R^^ attached form a 
hetero(C4^)cycloalkyl ring, which ring may be imsubstituted or substituted with hydroxy; and 
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is -CHsX^ wherein is is selected from -X^SR^^ -X^C(0)NR^^R^^ -X^S(0)2R^\ 
.X^C(0)R^^ -X^OR^^ .X^SR^^ .X^R^\ -X^S(0)2R^^ .X^C(0)R^\ -X^C(0)NR^^R*^ and the 
N-o^de derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of such 
compounds and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof. 

9. The compound of Claim 8 in which: 

X^ is cyano, -C(0)X\ -C(0)H, -C(0)N(CH3)OCH3, -CH(OCH3)2, -C(0)CF3, 
-C(0)CF2CF3, -CH2C(0)R^^ (E)-2-benzenesulfonyl-vinyl, 

2-dimethylcarbamoyl-2,2-difluoro-acetyl, 2-oxo-2-pyrrolidin-l -yl-acetyl, 2-morpholin-4-yl-2- 
oxo-acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4-methanesulfonyl-piperazin-l -yl)-2-oxo-acetyl, 
2-(l,l-dioxo-l □^-thiomorpholin-4-yl)-2-oxo-acetyl, dimethylaminooxalyl, tetrahydro- 
pyran-4-ylaminooxalyl, 2-morpholin-4-yl-ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, 
pyridin-3-ylaminooxalyl, phenylaminooxalyl, l-benzoyl-piperidin-4-ylaniinooxalyl, 

1- benzylcarbamoyl-methanoyl, l-benzyloxy(oxalyl), 2-ben2yloxy-acetyl, 

2- benzenesulfonylainino-ethanoyl, 2-oxo72-phenyl-ethanoyl, 3if-oxazole-2-carbonyl, 5- 
trifluoromethyl-oxazole-2-carbonyl, 3-trifluoromethyl- [ 1 ,2,4]oxadiazole-5-carbonyl, 
2,2,3,3,3-pentafluoro-propionyl, hydroxyaminooxalyl, oxalyl, 2-(l,3-dihydro-isoindol-2-yl)-2- 
oxo-acetyl, benzothiazol-2-ylaminooxalyl, 2-oxo-ethyl, 2-oxazol-2-yl-2-oxo-ethyl or 2- 
benzooxazol-2-yl-2-oxo-ethyl; 

X^ is selected from -OH, dimethylcarbamoyloxy, morpholin-4-ylcarbonyloxy, 
piperidin-l-yl-carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidin-2-yIamino, tetrahydro- 
pyran-4-ylamino, l-methyl-piperidin-4-ylaniino, A^-(2-methoxyethyl)-iV-(tetrahydro- 
pyran-4-yl)aniino, isopropylamino and cyclohexylamino; 

4-f err-butoxycarbonylpiperazin- 1 -y Icarbonyloxy, iV-benzy 1-carbamoyloxy, pyrrolidin- 1 -yl- 
carbonyloxy, iS^,iV-dimethyl-carbamoyloxy, piperidin-l-yl-carbonyloxy, 4-methanesulfonyl- 
piperazin-1 -yl-carbonyloxy, 4-ethoxycarbonylpiperazin-l -ylcarbonyloxy, A^-cyclohexyl- 
carbamoyloxy, A^phenyl-carbamoyloxy, Ar-(5,6,7,8-tetrahydro-naphthalen-l-yl)- 
carbamoyloxy, //-butyl-iV-methyl-carbamoyloxy, //-pyridin-3-yl-carbamoyloxy, A^-isopropyl- 
carbamoyloxy, A^pyridin-4-yl-carbamoyloxy, A^-cyanomethyl-A^-methyl-carbamoyloxy, N^N- 
bis-(2-methoxy-ethyl)-carbamoyloxy, A^-phenethyl-carbamoyloxy, piperazine- carbonyloxy, 
7V-naphthalen-2-yl-carbamoyloxy, 4-benzyl-piperazine- 1 -carbamoyloxy, 4-( 1 -furan-2-yl- 
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carbonyl)-piperazine-l-carbamoyloxy, thioinorpholin-4-yl- carbonyloxy, 1,1-dioxo-lA,^- 
thiomorpholin-4-yl)- carbonyloxy, bis-(2-methoxy-ethyl)-carbamoyloxy, 
morpholin-4-ylcarbonyloxy, 2-methoxyethylcarbamoyloxy, diethylcarbamoyloxy, pyrrolidin- 

1- ylcarbonyloxy, 2-hydroxyethylcarbamoyloxy, tetrahydro-furan-2-ylmethylcarbamoyloxy, 
cyclopropylcarbamoyloxy, fer/-butylcarbamoyloxy, 3-hydroxy-pyiTolidin-l -yl-carbonyloxy 
and carbamoyloxy; and 

is thiophene-2-sulfonyl-methyl, 3-chloro-2-fluoro-phenyl-methane-sulfonyl-methyl, 
benzene-sulfonyl-methyl, phenyl-methane-sulfonyl-methyl, 2-(l , 1 -difluoro-methoxy)-phenyl- 
methane-sulfonyl-methyl, 2-benzene-sulfonyl-ethyl, 2-(pyridine-2-sulfonyl)-ethyl, 

2- (pyridine-4-sulfonyl)-ethyl, 2-phenyl-methanesulfonyl-ethyl, oxy-pyridin-2-yl-methane- 
sulfonyl-methyl, prop-2-ene- 1 -sulfonyl-methyl, 4-methoxy-phenyl-methane-sulfonyl-methyl, 
/7-tolyl-methane-sulfonyl-methyl, 4-chloro-phenyl-methane-sulfonyl-methyl, a-tolyl-methane- 
sulfonyl-methyl, 3,5-dimethyl-phenyl-methane-sulfonyl-methyl, 4-trifluoro-methyl-phenyl- 
methane-sulfonyl-methyl, 4-trifluoro-methoxy-phenyl-methane-sulfonyl-methyl, 

2- bromo-phenyl-methane-sulfonyl-methyl, pyridin-2-yl-methane-siilfonyl-methyl, 
pyridin-S-yl-methane-sulfonyl-methyl, pyridin-4-yl-methane-sulfonyl-methyl, 
naphthalen-2-yl-methane-sulfonyl-methyl, 3-methyl-phenyl-methane-sulfonyl-methyl, 

3- trifluoro-methyl-phenyl-methane-siilfonyl-methyl, 3-trifluoro-methoxy-phenyl-methane- 
sulfonyl-methyl, 4-fluoro-2-trifluoromethoxy-phenyl-methane-sulfonylinethyl, 

2- fluoro-6-trifluoromethyl-phenylmethanesulfonylmethyl, 

3- chloro-phenylmethanesulfonylmethyl, 2-fluoro-phenylmethanesulfonylmethyl, 
2-trifluoro-phenylmethanesulfonylmethyl, 2-cyano-phenylmethanesulfonylmethyl, 

4- rerr-butyl-phenylmethanesulfonylmethyl, 2-fluoro-3-methyl-phenyl-methane-sulfonyl- 
methyl, 3-fluoro-phenylmethanesulfonylmethyl, 4-fluoro-phenylmethane-sulfonylmethyl, 

2- chloro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenylmethane-sulfonylmethyl, 
2,6-difluoro-phenylmethanesulfonylmethyl, 2,5-dichl6ro-phenyl-methane-sulfonylmethyl, 
3 ,4-dichloro-pheny Imethanesxilfonylmethyl, 2-( 1 , 1 -difluoro-methoxy)-phenyl- 
methanesulfonylmethyl, 2-cyano-phenyl-methane-siilfonyl-methyl, 

3- cyano-phenylmethanesulfonylmethyl, 2-trifluoro-niethoxy-phenyl-methane-sulfonyhnethyl, 

2.3- di£luoro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenyl-methanesvilfonylmethyl, 
biphenyl-2-ylinethanesiilfonylmethyl, cyclohexylmethyl, 3-fluoro-phenyl- 
methanesulfonylmethyl, 3,4-difluoro-phenyl-methanesxilfonylmethyl, 

2.4- difluoro-phenylmethanesulfonylmethyl, 2,4,6-trifluoro-phenylmethanesulfonylmethyl, 
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2,4,5 -trifluoro-phenylmethanesulfonylmethyl, 2,3 ,4-trifluoro-phenylmethanesulfonylmethyl, 
2,3,5-trifluoro-phenyl-methane-sulfonylmethyl, 2,5,6-trifluoro-phenylmethanesxilfonylmethyl, 
2-cMoro-5-trifluoro-methylphenylmethanesulfonylmethyl, 2-methyl-propane- 1 -sulfonyl, 
2-fluoro-3-trifluoro-methylphenylmethanesulfonylmethyl, 2-fluoro-4-trifluoro- 
methylphenylmethanesulfonylmethyl, 2-fluoro-5-trifluoro-methyl-phenyl-methane-sulfonyl- 
methyl, 4-fluoro-3-trifluoro-methylphenylmethanesulfonylmethyl, 2-methoxy-phenyl- 
methanesulfonylmethyl, 3,5-bis-trifluoromethyl-phenylmethanesiilfonylmethyl, 
4-difluoromethoxy-phenylmethanesulfonylmethyl, 2-difluoro-methoxy-phenyl- 
methanesulfonylmethyl, 3 -difluoromethoxy-phenylmethanesulfonylmethyl, 2,6-dichloro- 
phenylmethanesulfonylmethyl, biphenyl-4-ylmethanesulfonylmethyl, 
3,5-diinethyl-isoxazol-4-ylmethanesulfonylinethyl, 5-chloro-thien-2-yl-methane- 
sulfonylmethyl, 2-[4-(l , 1 -difluoro-methoxy)-benzenesvilfonyl]-ethyl, 
2-[2-(l , 1 -difluoro-methoxy)-benzenesulfonyI]-ethyl, 2-[3-(l , 1 -difluoro- 
methoxy)-benzenesulfonyl]-ethyl, 2-(4-trifluoromethoxy-benzenesulfonyI)-ethyl, 
2-(3-trifluoromethoxy-ben2enes\ilfonyl)-ethyl, 2-(2-trifluoro-methoxy-benzene-sulfonyl)- 
ethyl, (cyanomethyl-methyl-carbamoyl)-methyl, bipheiiyl-3-ybiiethyl, 
2-oxo-2-pyrrolidin-l-yl-ethyl, 2-benzenesulfonyl-ethyl, isobutylsulfanylmethyl, 
2-phenylsulfanyl-ethyl, cyclohexylmethanesulfonylmethyl, 2-cyclohexyl-ethanestilfonyl, 
benzyl, naphthalen-2-yl, benzylsulfanylmethyl, 2-trifluoromethyl-benzylsulfanylmethyl, 
phenylsulfanyl-ethyl, cyclopropyl-methanesulfonylmethyl, 5-bromo-thien-2-ylmethyl, 3- 
phenyl-propyl, 2, 2-difluoro-3 -phenyl-propyl, 3,4,5-trimethoxy-phenylmethanesulfonylmethyl, 
2,2-difluoro-3-thien-2-yl-propyl, cyclohexylethyl, cyclohexylmethyl, /err-butylmethyl, 
1-methylcyclohexylmethyl, 1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 
2,2-dimethyl-3-phenylpropyl, 1-benzylcyclopropylmethyl, "X^S(0)2R^^ and -X^S(0)2R^^ 
wherein R^^ is alkyl and R^"* is phenyl which phenyl is unsubstituted or substituted; and the 
A^oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of such 
compounds and the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof. 

10. A compound of Claim 9 in which: 

is li/-benzoimidazol-2-yIcarbonyl, pyrimidin-2-ylcarbonyl, 
benzooxazol-2-ylcarbonyl, benzothiazol-2-ylcarbonyl, pyridazin-3-ylcarbonyl. 



USAV2001/0082 US CNT 



-189- 

3-phenyl-[l,2,4]oxadiazol-5-ylcarbonyl or 3-ethyl-[l,2,4]oxadiazol-5-ylcarbonyl, 2-oxo-2- 
pyrrolidin-l-yl-acetyl, 2-morpholin-4-yl-2-oxo-acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4- 
methanesulfonyl-piperazin-l-yl)-2-oxo-acetyl, 2-(l,l-dioxo-lD^-thiomorpholin-4-yl)-2-oxo- 
acetyl, dimethylaminooxalyU tetrahydro-pyran-4-ylaminooxaIyl, 2-morpholin-4-yl- 
ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, pyridm-3-ylaininooxalyl, 
phenylaminooxalyl or l-benzoyl-piperidin-4-ylaminooxalyl; 

is selected from -OH, dimethylcarbamoyloxy, morpholin-4-ylcarbonyloxy, 
piperidin-l-yl-carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidm-2-ylamino, tetrahydro- 
pyran-4-ylamino, 1 -methyl -piperidin-4-ylamino, iV-(2-methoxyethyl)-iV^(tetrahydro- 
pyran-4-yl)amino, isopropylamino and cyclohexylamino; 

is cyclohexylethyl, cyclohexylmethyl, rerr-butylmethyl, 1-methylcyclohexylmethyl, 
1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
l-benzylcyclopropylmethyl, -X^S(0)2R^^ or -X^S(0)2R^'^, wherein R^^ is alkyl and R^"* is 
phenyl which phenyl is unsubstituted or substituted; and the pharmaceutically acceptable salts 
and solvates of such compounds and the iST-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

1 1 . The compound of Claim 3 in which: 

X^ is -NHC(R^)(R^)X^ or -NHCH(R^^)C(0)R^^ wherein R^ is hydrogen or (Ci.6)alkyl 
and R^ is hydrogen, (Ci-6)alkyl, .X^OR^^ -X^S(0)R^\ -X^OR^\ (C6.io)aryl(Co.6)aIkyl or 
hetero(C5.io)aryl(Co-6)alkyl or R^ and R^ taken together with the carbon atom to which both R' 
and R^ are attached form (C3-6)cycloalkylene or (C3-6)heterocycloalkylene, wherein within 
said R^ any heteroaryl, aryl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with (Ci^)alkyl or hydroxy, wherein X^ is cyano, -C(0)R*^ -C(R^)(OR^)2, 
-CH=CHS(0)2R^ -CH2C(0)R^^ -C(0)CF2C(0)NR^R^ "C(0)C(0)NR^R^ -C(0)C(0)OR^ 
-C(0)CH20R^ -C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ and R^^ and R^^ together with the 
atoms to which R^^ and R^^ are attached form (C4-8)heterocycloalkylene, wherein no more 
than one of the ring member atoms comprising the ring is a heteroatom selected from -NR - 
or -0-, wherein the ring is imsubstituted or substituted with (Ci-6)alkyl or -X^C(0)OR^^ and 
R^* is hydrogen, (Ci.6)alkyl, -X^C(0)R*^ -X'C(0)OR'^ -R'^ -X^C(0)R'^ or -C(0)OR^^; 

X^ is -NHR^^ wherein R^^ is (C6-io)aryl, hetero(C5.io)aryl, (C9.io)bicycloaryl or 
hetero(C8.io)bicycloaryl, or -NR^^R^^, wherein R^^ is hetero(C3-io)cycloalkyl and R^^ is 
hydrogen or R^^ and R^^ independently are (C6.io)aryl(Ci^)alkyl or 
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hetero(C5.io)aryl(Ci-6)alkyl, wherein within R^^ and R** any alicyclic or aromatic ring 
system is unsubstituted or substituted further by 1 to 5 radicals independently selected from 
(C,^)alkyU cyano, halo, nitro, halo.substituted(CM)alkyl, -X^OR^^ -X^C(0)OR^^ 
-X^C(0)R*\ -X^C(0)NR*^R*\ -X^^^S(0)2R^^ and/or 1 radical selected from -R^^ -X^OR^"^ 

5 and -X^C(0)NR^^R^^ and 

R^ is -CHiX^ wherein X^ is is selected from -X^SR'^ .X^C(0)NR^ V^ -X^S(0)2R*^ 
.X'C(0)R^^ -X^OR'^ -X^SR'\ -X^R'\ -X^S(0)2R^\ -X^C(0)R'^ .X'C(0)NR^V^ and the 
A^-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of such 

10 compounds and the iV-oxide derivatives, prodmg derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof. 

12, The compound of Claim 1 1 in which: 

X^ is cyano, -C(0)X^, -C(0)H, .C(0)N(CH3)OCH3, -CH(OCH3)2, -C(0)CF3, 

15 -C(0)CF2CF3, -CH2C(0)R^^ (E)-2.benzenesulfonyl-vinyl, 

2-dimethylcarbamoyl-2,2-difluoro-acetyl, 2-oxo-2-pyrrolidin- 1 -yl-acetyl, 2-morpholin-4-yl-2- 
oxo-acetyl, 2-oxo-2-piperazin-l -yl-acetyl, 2-(4-methanesulfonyl-piperazin-l -yl)-2-oxo-acetyl, 
2-(l,l-dioxo-l □^-thiomorpholin-4-yl)-2-oxo-acetyl, dimethylaminooxalyl, tetrahydro- 
pyran-4-ylaminooxalyl, 2-morpholin-4-yl-ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, 

20 pyridin-3-ylaminooxalyl, phenylaminooxalyl, l-benzoyl-piperidin-4-ylaminooxalyl, 

1- benzylcarbamoyl-methanoyl, l-benzyloxy(oxalyl), 2-benzyloxy-acetyl, 

2- benzenesulfonylamino-ethanoyl, 2-oxo-2-phenyl-ethanoyl, 3/f-oxazole-2-carbonyl, 5- 
trifluoromethyl-oxazole-2-carbonyl, 3-trifluoromethyl-[l,2,4]oxadiazole-5-carbonyl, 
2,2,3,3,3-pentafluoro-propionyl, hydroxyaminooxalyl, oxalyl, 2-(l,3-dihydro-isoindol-2-yl)-2- 

25 oxo-acetyl, benzothiazol-2-ylaminooxalyl, 2-oxo-ethyl, 2-oxazol-2-yl-2-oxo-ethyl or 2- 
benzooxazol-2-yl-2-oxo-ethyl; 

X^ is selected from 5-nitrothiazol-2-ylamino, 2-nitrophenylamino, 
pyrimidin-2-ylamino, tetrahydro-pyran-4-ylamino, iV-(2-methoxyethyl)-7/-(tetrahydro- 
pyran-4-yl)amino, l-methyl-piperidin-4-ylamino, isopropylamino, di(thien-2-ylmethyl)amino 
30 or di(benzyl)amino; and 

R^ is thiophene-2-sulfonyl-methyl, 3-chloro-2-fluoro-phenyl-methane-sulfonyl-methyl, 
benzene-sulfonyl-methyl, phenyl-methane-sulfonyl-methyl, 2-(l ,l-difluo^o-methoxy)-phenyl- 
methane-sulfonyl-methyl, 2-benzene-sulfonyl-ethyl, 2-(pyridine-2-sulfonyl)-ethyl, 
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2-(pyridine-4-s\ilfonyl)-ethyl, 2-phenyl-methanesulfonyl-ethyl, oxy-pyridin-2-yl-methane- 
sulfonyl-methyl, prop-2-ene- 1 -sxilfonyl-methyl, 4-methoxy-phenyl-methane-sulfonyl-methyl, 
/7-tolyl-methane-sulfonyl-inethyl, 4-chloro-phenyl-methane-siilfonyl-methyl, o-tolyl-methane- 
sulfonyl-methyl, 3,5-dimethyl-phenyl-methane-sulfonyl-methyl, 4-trifluoro-methyl-phenyl- 
methane-sxilfonyl-methyl, 4-trifluoro-methoxy-phenyl-methane-sulfonyl-methyl, 

2- bromo-phenyl-methane-sulfonyl-methyl, pyridin-2-yl-methane-sulfonyl-methyl, 
pyridin-3 -yl-methane-sulfony 1-methyl, pyridin-4-yl-methane-siilfonyl-methyl, 
naphthalen-2-yl-methane-sulfonyl-methyl, 3-methyl-phenyl-methane-sulfonyl-methyl, 

3- trifluoro-methyl-phenyl-methane-sulfonyl-methyl, 3-trifluoro-methoxy-phenyl-methane- 
sulfonyl-methyl, 4-fluoro-2-trifluoroinethoxy-phenyl-methane-sulfonylmethyl, 

2- fluoro-6-trifluoromethyl-phenylmethanesulfonylmethyU 

3- chloro-phenylmethanesulfonylmethyl, 2-fluoro-phenylmethanesvilfonylmethyl, 
2-trifluoro-phenylmethanesulfonylmethyl, 2-cyano-phenylmethanesulfonylmethyl, 

4- rerr-butyl-phenylmethanesulfonylmethyl, 2-fluoro-3-methyl-phenyl-methane-sulfonyl- 
methyl, 3-fluoro-phenylinethanesulfonylmethyl, 4-fluoro-phenylmethane-sulfonylmethyl, 

2- chloro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenylmethane-sulfonylmethyl, 
2,6-difluoro-phenylmethanesulfonylmethyl, 2,5-dichloro-phenyl-methane-sulfonylinethyl, 
3,4-dichloro-phenylmethanesulfonylmethyl, 2-( 1 , 1 -difluoro-methoxy)-phenyl- 
methanesulfonylmethyl, 2-cyano-phenyl-methane-sulfonyl-methyl, 

3- cyano-phenylinethanesulfonylmethyl, 2-trifluoro-methoxy-phenyl-methane-sulfonylmethyl, 

2.3- difluoro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenyl-methanesulfonylmethyU 
biphenyl-2-ylmethanesulfonylmethyl, cyclohexylmethyl, 3-fluoro-phenyl- 
methanesulfonylmethyl, 3 ,4-difluoro-phenyl-methanesiilfonylmethyl, 

2.4- difluoro-phenylinethanesulfonylmethyl, 2,4,6-trifluoro-phenylinethanesulfonylmethyl, 
2,4,5-trifluoro-phenylmethanes\ilfonylmethyl, 2,3,4-trifluoro-phenylmethanesulfonylmethyl, 
2,3,5-trifluoro-phenyl-methane-sulfonylmethyl, 2,5,6-trifluoro-phenylmethanesulfonylmethyl, 
2-chloro-5-trifluoro-methylphenylmethanesulfonylmethyl, 2-methyl-propane- 1 -sulfonyl, 
2-fluoro-3-trifluoro-methylphenylmethanesixlfonylmethyl, 2-fluoro-4-trifluoro- 
methylphenylmethanesvilfonybiiethyl, 2-fluoro-5-trifluoro-methyl-phenyl-methane-sulfonyl- 
methyU 4-fluoro-3-trifluoro-methylphenylmethanesulfonylmethyl, 2-methoxy-phenyl- 
methanesulfonylmethyl, 3,5-bis-trifIuoroinethyl-phenylmethanesiilfonybiiethyl, 

4- difluoromethoxy-phenylmethanesiilfonylmethyl, 2-difluoro-methoxy-phenyl- 
methanesulfony Imethyl, 3 -difluoromethoxy-pheny Imethanesulfony Imethy 1 , 2,6-dichloro- 
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phenylmethanesulfonylmethyl, biphenyl-4-ylmethanesulfonylmethyl, 
3,5-dimethyl-isoxazol-4-ylmethanesulfonylmethyl, 5-chloro-thien-2-yl-methane- 
sulfonylmethyl, 2-[4-(l ,1 -difluoro-methoxy)-benzenesulfonyl]-ethyl, 
2-[2-(l ,1 -difluoro-methoxy)-benzenesulfonyl]-ethyl, 2-[3-(l , 1 -difluoro- 
methoxy)-benzenesulfonyl]-ethyl, 2-(4-trifluoromethoxy-ben2enesulfonyl)-ethyl, 
2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-(2-trifluoro-methoxy-benzene-sulfonyl)- 
ethyl, (cyanomethyl-methyl-carbamoyl)-methyl, biphenyl-3-ylmethyl, 
2-oxo-2-pyrrolidin- 1 -yl-ethyl, 2-benzenesulfonyl-ethyl5 isobutylsulfanylmethyl, 

2- phenylsulfaiiyl-ethyl, cyclohexylmethanesulfonylmethyl, 2-cyclohexyl-ethanesulfonyl, 
benzyl, naphthalen-2-yl, benzylsulfanylmethyl, 2-trifluoromethyl-ben2ylsulfanylmethyl, 
phenylsulfanyl-ethyl, cyclopropyl-methanesulfonylmethyl, 5-bromo-thien-2-ylmethyl, 3- 
phenyl-propyl, 2,2-difluoro-3 -phenyl-propyl, 3,4,5-trimethoxy-phenylmethanesulfonylmethyl, 
2,2-difluoro-3-thien-2-yl-propyl, cyclohexylethyl, cyclohexylmethyl, rerr-butylmethyl, 

1 -methylcyclohexylmethyl, 1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 
2,2-dimethyl-3-phenylpropyl, 1-benzylcyclopropylmethyl, -X^S(0)2R^^ and -X^S(0)2R^'*, 
wherein R^^ is alkyl and R^^ is phenyl which phenyl is unsubstituted or substituted; and the 
A^-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of such 
compounds and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof. 

13. A compound of Claim 12 in which: 

is l//-ben2oimidazol-2-ylcarbonyl, pyrimidin-2-ylcarbonyl, 
benzooxazol-2-ylcarbonyl, benzothiazol-2-yIcarbonyl, pyridazin-3-ylcarbonyl, 

3- phenyl-[l,2,4]oxadiazol-5-ylcarbonyl or 3-ethyl-[l,2,4]oxadiazol-5-ylcarbonyl, 2-oxo-2- 
pyrrolidin-l-yl-acetyl, 2-morpholin-4-yl-2-oxo-acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4- 
methanesulfonyl-piperazin- 1 -yl)-2-oxo-acetyl, 2-( 1 , 1 -dioxo- 1 □ ^-thiomorpholin-4-yl)-2-oxo- 
acetyl, dimethylaminooxalyl, tetrahydro-pyran-4-ylaminooxalyl, 2-morpholin-4-yl- 
ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, pyridin-3-ylaminooxalyl, 
phenylaminooxalyl or 1 -benzoyl-piperidin-4-ylaminooxalyl; 

X^ is selected from -OH, dimethylcarbamoyloxy, morpholin-4-ylcarbonyloxy, 
piperidin-l-yl-carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidin-2-ylamino, tetrahydro- 
pyran-4-ylamino, 1 -methyl -piperidin-4-ylamino, iV-(2-methoxyethyl)-A^(tetrahydro- 
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pyran-4-yl)amino, isopropylamino and cyclohexylamino; 

is cyclohexylethyl, cyclohexylmethyl, r^rr-butylmethyl, 1-methylcyclohexylmethyl, 
1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
l-benzylcyclopropylmethyl, -X^S(0)2R'^ or -X^S(0)2R*'*, wherein R^^ is alkyl and R^"* is 
phenyl which phenyl is unsubstituted or substituted; and the pharmaceutically acceptable salts 
and solvates of such compounds and the TV^oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

14. A compound of Claim 1 selected from the group consisting of: 
(i?)-7\^-cyanomethyl-2-hydroxy-3-phenylmethanesulfonyl-propionamide; 
(RyN-( 1 -cyano- 1 -thiophen-2-yl-methyl)-2-hydroxy-3 -phenylmethanesulfonyl-propionamide; 
(i?)-A^( 1 -cyano- 1 -thiophen-2-yl-methyl)-3-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionamide; 

(J2)-iV-cyanomethyl-3-[2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-2-hydroxy- 
propionamide; 

morpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl-ethyl 
ester; 

morpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-ethyl ester; 

(R)-(2-methoxy-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl- 
ethyl ester; 

(S)-diethyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-pyrrolidine-l-carboxylic acid l-(cyanomethyl-carbamoyI)-2-cyclohexyl-ethyl ester; 
(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-4-Ethyl-piperazine- 1 -carboxylic acid 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-2-hydroxymethyl-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2- 
cyclohexyl-ethyl ester; 

(S)-(2,2,2-Trifluoro-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)T2-cyclohexyl-ethyl 
ester; 

(S)-(2-hydroxyethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(Tetrahydrofuran-2-ylmethyl)-carbamic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl- 
ethyl ester; 
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(S)-Azetidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyI-ethyl ester; 
(S)-cyclopropyl-carbamic acid l-(cyanoniethyl-carbanioyl)-2-cyclohexyl-ethyl ester; 
(S)-piperidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-(2-methoxy-ethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-3 -hydroxy-pyrrolidine- 1-carboxylic acid (S)-l -(cyanomethyl-carbamoyl)-2-cyclohexyl- 
ethyl ester; 

(S)-3 -hydroxy-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl- 
ethyl ester; 

(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-3-cyclohexyl-propyl ester; 
morpholine-4-carboxylic acid (i?)- 1 -[(«S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 
morpholine-4-carboxylic acid (i2)-l-[(iS)-l-(l-benzooxazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-[2-(l , 1 -difluoro-methoxy)-phenylmethanesiilfonyl]-ethyl ester; 
morpholine-4-carboxylic acid (7?)-l-[(iS)-l-(l-benzothiazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester; 
pyrrolidine- 1 -carboxylic acid (i?)-l-[(iS)-l-(l-benzooxazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

dimethyl-carbamic acid (i?)- 1 -[(5)- 1 -(1 -ben20oxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxyIic acid (R)-l-[(S)-l-(l-benzylcarbamoyl-methanoyl)- 
propylcarbamoy 1] -2-pheny Imethanesulfonyl-ethy 1 ester; 

morpholine-4-carboxylic acid (S)-l-[(S)-l-(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)- 1 - [(S)- 1 -(5 -ethyl- [1,3 ,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 
(S)-2- {(R)-3 -[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-2-hydroxy- 
propanoylamino } -iV-methoxy-iV-methyl-butyramide; 

(R)-3-[2-(14-difluoro-niethoxy)-phenylmethanesxdfonyl]-A^((S)-l-formyl-propyl)-2^^^ 
propionamide; 

(7?)-7S^-[(iS)-l-(l-benzooxazol-2-yl-methanoyl)-propyl]-2-hydroxy-3-phenyl-methanesulf^ 
propionamide; 

(S)-3 - { 3- [2-( 1 , 1 -difluoro-methoxy)-pheny Imethanesulfony l]-propanoylamino } -2-oxo- 
pentanoic acid benzylamide; 
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A^-[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-propionamide; 

N' [(S)- 1 -( 1 -benzooxazol-2-yl-methanoy l)-3 -phenyl-propyl] -3 -p-toly Imethanesulfony 1- 
propionamide; 

3 -(2-difluoromethoxy-phenylniethanesulfonyl)-iV-( 1 -ethy 1-2,3 -dioxo-3 -pyrrolidin- 1 -yl- 
propyl)-propionamide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-A^(l-ethyl-3-morpholin^ 
propyl)-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-A^-( 1 -ethyl-2,3 -dioxo-3-piperazin- 1 -yl-propyl)- 
propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-A^- [3 -( 1 , 1 -dioxo- 1 16-thiomorpholm-4-yl)- 1 - 
ethyl-2,3-dioxo-propyl]-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesiilfonyl)-A'^ [ 1 -ethy 1-3 -(4-methyl-sulfonyl-piperazin- 1 - 
yl)-2,3-dioxo-propyl]-propionamide; 

3-[3-(2-difluoromethoxy-phenylmethanesxUfonyl)-propionylainmo]-2-oxo-pentanoic acid 
dimethylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesiUfonyl)-propionylamino]-2-oxo-pentanoic acid 
cyclopentyl-ethyl-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyI)-propionylamino]-2-oxo-pentanoic acid 
phenylamide; 

3 - [3 -(2-difluoromethoxy-pheny lmethanesulfonyl)-propiony lamino] -2-oxo-pentanoic acid 
pyridin-3 -yl amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylaiiiino]-2-oxo-pentanoic acid 
(tetrahydro-pyran-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pentano^ acid (1 - 
benzoyl-piperidin-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesxilfonyl)-propionylaimno]-2-oxo-pent^ acid (2- 
morpholin-4-yl-ethyl)-amide; 

(R)-iV-[(S)- 1 -(1 -beiizooxazol-2-yl-methanoyl)-propyl]-2-(2-iiitro-phenylamino)-3- 
phenylmethanesulfonyl-propionamide; 

A^[l-(beiizooxa2ole-2-carbonyl)-propyl]-3-phenylmethanesidfonyl-2-(pyrimidin 
propionamide. 
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(R)-7/-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-thiazol-2-ylamino)-3- 
phenylmethanesulfonyl-propionamide; 

(2S) (4,4-difluoro-2-hydroxy-5-phenyl-pentanoic acid (l(S)-cyano-3-phenyl-propyl)-ainide; 

N-(l(S)-cyano-3-phenyl-propyl)-2-(S)-(2-morpholin-4-yl-2-oxo-ethoxy)-4-phenyl- 

butyramide; 

N-(l-(S)-cyano-3-phenyl-propyl)-2-(S)-fluoro-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2,2-difluoro-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(S)-hydroxy-4-phenyl-butyraniide; 
N-( 1 -(S)-cyano-3 -phenyl -propyl)-2-(R)-hydroxy-4-phenyl-butyrainide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(R)-methoxy-4-phenyl-butyramide; 

2,2-difluoro-5-phenyl-pentanoic acid (l-cyano-cyclopropyl)-amide; 
N-(l-(S)-cyano-3-phenyl-propyl)-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid ((S)-l-cyano-3-phenyl-propyl)-amide; 
//-(4-cyano- 1 -ethyl-piperidin-4-yl)-3-cyclohexyl-propionamide; 
Ar-(4-cyano-l-ethyi-piperidin-4-yl)-3-(2-difluoromethoxy-phenylmethanesulfon^ 
propionamide; 

(S)-tert-butyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-carbaniic acid l-(cyanomethyl-carbamoyl)-2-(2-difluoromethoxy- 
phenylmethanesulfonyl)-ethyl ester; 

(S)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-morpholine-4-carboxylic acid l-(l-cyano-cyclopropylcarbamoyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

(R)-morpholine-4-carboxylic acid 1 -(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

3-cyclohexyl-2-hydroxy-A^-[l-(oxazolo[4,5-6]pyridine-2-carbonyl)-propyl]-propionamid^ 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-isopropylaiiiiiio-3-phenylmethanes^^ 

propionamide; 

(R)-N-[l-(benzothia2ole-2-carbonyl)-butyl]-3-phenylniethanesulfonyl-2-(tetrahydro-py^ 
ylainino)-propionaxnide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-dibenzylaniino-3-phenylmethanesulfon 
propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-dimethylaniino-3-phenylmethanesul 
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propionamide; 

(R)-N-[(S)- 1 -(benzoxa2ole-2-carbonyl)-butyl] -3-phenylinethanesulfonyl-2-(tetrahydro-pyran- ' 
4-ylainino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-( 1 -methyl-piperidm-4-ylamino)-3 - 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxa2ole-2-carbonyl)-butyl]-2-(bis-thiophen-2-ylmethyl-amm 
phenylmethanesulfonyl-propionamide; 

(R)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-butyl] -2-dibenzylammo-3 -phenylmethanesulfonyl- 
propionamide; 

(S)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-butyl] -2-(tetrahydro-pyran-4-ylainino)-3 -thiophen-2- 
yl-propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylaniino-3-thiophen-2-yl- 
propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl^ 
ylainino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-phenybnethanesxilfonyl-2- 
4-ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmet^ 
propionamide; 

(R)-N-[(S)-l-(>eiizoxazoIe-2-carbonyl)-butyl]-2-[(2-methoxy-ethyl)-(tetrah 
amino]-3-phenylmethanesulfonyl-propionaniide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyi)-butyl]-2-cyclohexylamino-3-phenylmethane 
propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl] -2-dimethylamino-3-phenylmethanesulfonyl- 
propionamide; 

( 1 S)-N-[ 1 -(benzooxazole-2-carbonyl)-butyI]-2-(S)-fluoro-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid [(S)- 1 -(benzoxazole-2-carbonyl)-buty 1] -amide; 
morpholine-4-carboxylic acid (S)-l -[(S)-l -(benzooxazole-2-carbonyl)-propylcarbamoyl]-2- 
cyclohexyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)- 1 -(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl] -ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l-(5-ethyl-[l,3,4]oxadiazole-2- 
carbonyl)-propylcarbamoyl]-ethyl ester; 
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morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)- 1 -(5-phenyl-[ 1 ,3,4]oxadiazole-2- 
carbonyl)-propyIcarbamoyl]-ethyl ester; 

morpholine-4-carboxylic acid (S)- 1 - [(S)- 1 -(benzooxazole-2-carbonyl)-propylcarbamoyl]-3 - 
cyclohexyl-propyl ester; 

4-[4^4-dimethyl-2-(morpholine-4-carbonyloxy)-pentanoylamino]-3-oxo-a2epane-l-carboxyli 
acid benzyl ester; 

(R)-N-[(S)-l-(>enzoxazole-2-carbonyl)-butyl]-3-cyclopropylmethanesulfonyl-2-(te 
pyran-4-ylamino)-propionamide; 

(R)-N-[ 1 -(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3- 
cyclopropylmethanesulfonyl-propionamide; 
(R)-N- [ 1 -(ben20xazole-2-carbony l)-butyl]-2-cycloheptylamino-3 - 
cyclopropylmethanesulfonyl-propionamide; 

(R)-3-phenylmethanesiJfonyl-N-[(S)-3-phenyl-l-(thiazole-2-carbonyl)-pro 
pyran-4-ylamino)-propionainide; 

(R)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-3 -phenyl-propyl] -3 -cyclopropylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3-cyclopropylmethanesulfonyl-N-[l -(5-ethyl- 1 ,2,4-oxadiazole-3-carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3 -phenylmethanesulfonyl-N- [ 1 -(3 -phenyl- 1 ,2,4-oxadiazole-5-carbonyl)-propyl]-2- 
(tetrahydro-p)Tan-4-ylamino)-propionaniide; 

(R)-N-[l-(3-cyclopropyl-l,2,4-oxadiazole-5-carbonyl)-propyl]-3-phenylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionaniide; 

{ (R)- 1 - [ 1 -(benzothiazol-2-y l-hydroxy-methyl)-buty Icarbamoy 1] -2-phenylmethanesulfonyl- 
ethyl}-carbarriic acid tert-butyl ester; 

{(R)-l-[(S)-l-(ben20xazol-2-yl-hydroxy-methyl)-butylcarbarnoyl]-2-phenylmethanesulfo^ 
ethyl }-carbaniic acid tert-butyl ester; 

{(S)-l-[(S)-l-(ben20xazol-2-yl-hydroxy-niethyl)-butylcarbamoyl]-2-thiophen-2-yl-ethyl}- 
carbamic acid tert-butyl ester; 

{(R)- 1 -[ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl- 
ethyl}-carbamic acid tert-butyl ester; 

{ (R)- 1 - [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoy 1] -2-pheny Imethanesulfonyl 
ethyl }-carbamic acid tert-butyl ester; 
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{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 
cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 
(R)- 1 - { 1 - [hydroxy-(3 -phenyl- 1 ,2,4-oxadiazol-5 -yl)-methyl] -propy Icarbamoyl } -2- 
phenylmethanesxilfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropyhnethanesulfonyl- 1 -{(S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3-yl)-hydroxy- 
methyl]-propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{(R)- 1 - [ 1 -(benzoxazol-2-y l-hydroxy-methyl)-buty Icarbamoyl] -2-pheny Imethanesulfonyl- 
ethyl}-carbamic acid tert-butyl ester; 

{ (R)- 1 - [(S)- 1 -(ben20xazol-2-y I-hydroxy-methyl)-3 -phenyl-propylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

{ (R)- 1 - [(S)- 1 -(hydroxy-thiazol-2-yl-methy l)-3 -phenyl-propy icarbamoyl] -2- 

phenylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

(R)- 1 - { 1 - [hydroxy-(3 -phenyl- 1 ,2,4-oxadiazol-5 -yl)-methyl] -propylcarbamoyl } -2- 

phenylmethanesxilfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl- 1 - {(S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3-yl)-hydroxy- 
methyl] -propylcarbamoyl }-ethyl)-carbamic acid tert-butyl ester; 

{(R)- 1 -[ 1 -(benzoxa2ol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl- 
ethyl}-carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-3-phenyl-propylcarbamoyl]-2- 
cyclopropylmethanesulfonyl"ethyl}-carbamic acid tert-butyl ester; 
{ (R)- 1 -[(S)- 1 -(hydroxy-thiazol-2-yl-methy l)-3 -phenyl-propy lcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

(R)-2-pheny Imethanesulfonyl- 1 - { (S)- 1 - [(3 -cyclopropy 1- 1 ,2 ,4-oxadiazol-5 -yl)-hydroxy- 

methyl]-propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

(R)-N- [ 1 -(Benzoxazole-2-carbonyl)-butyl] -2- [cyclopropylmethyl-(tetrahydro-pyran-4- 

y lmethyl)-amino] -3 -pheny Imethanesulfonyl -propionamide; 

(R)-N- [ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butyl] -2-dibenzy lamino-3 - 

phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothia2ol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesxJfonyl-2-(tetrahydr^ 
pyran-4-ylamino)-propionamide; 



USAV200 1/0082 US CNT 



-200- 

(R)-N-[ 1 -0)enzothiazoI-2-yl-hydroxy-methyl)-butyl]-2-isopropylammo-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N- [ 1 -(benzothiazol-2-yl-hydroxy-methyl)-buty l]-2-dimethylainino-3 - 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-me1hyl)-butyl]-3-phenylmethanesulfo 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(l -methyl-piperidin-4-ylanu 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(ben20xazol-2-yl-hydroxy-methyl)-bu1yl]-2-(bis-thiophen-2-ylmethyl-amin^ - 
phenylmethanesulfonyl-propionamide; 

(R)-N- [(S)- 1 -(benzoxazol-2 -y 1-hydroxy-methy l)-buty 1] -2-dibenzy lamino-3 - 
phenylmethanesulfonyl-propionamide; 

(S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(tetrahydro-pyran-4-yl^ 
thiophen-2-yl-propionamide; 

S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3-tWophen^ 
propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesu^ 
pyran-4-ylainino)-propionamide; 

R)-N- [(S)- 1 -(benzoxazol-2-yl-hydroxy-methy l)-butyl]-3 -phenylmethanesulfon^ 
(tetrahydro-pyran-4-ylainino)-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfo 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)«butyl]-2-[(2-methoxy-ethyl)<^^ 

pyran-4-yl)-amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-cyclohexylamino-3- 

phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylammo-3- 

phenylmethanesulfonyl-propionamide; 

iV-cyanomethyl-3-cyclohexyl-propionamide; 

Ar-cyanomethyl-3-(2-difluoromethoxy-phenylmethanesxilfonyI)-propionami^ 
3-(3-cyclohexyl-propionylamino)-2-oxo-5-phenyl-pentanoic acid thiazol-2-ylamide; 
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3 -cyclohexyl-A^-( 1 -formy 1-3 -phenyl-propyl)-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-A^- [(S)- 1 -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2- 
carbonyl)-propyl]-propionainide; 

A^-[(S)-l-(ben200xazole-2-carbonyl)-propyl]-2-(2-cyano-phenylammo)-3-cyclohexyl- 
propionamide; 

iV-Cyanomethyl-3-cyclohexyl-2-(4-methoxy-phenoxy)-propionamide; 

2- benzyloxy-A^-cyanomethyI-3-cyclohexyl-propionamide; 

(RyN-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-butyl]-2-ben2yloxy-3-phenylmethanesulfonyl- 
propionamide; 

(J?)-//- [(5)- 1 -(1 -ben200xazol-2-yl-methanoyl)-propyl]-2-inethoxymethoxy- 

3- phenylmethanesulfonyl-propionamide; 

(<S)-A^-[(iS)-l-(l-benzooxazol-2-yl-methanoyl)-butyl]-2-hydroxy-3-pheny 

(i?)-A^-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-propyl]-3-phenylmethanesul^ 

triisopropylsilanyloxy-propionamide; 

(/?)-i\^[(iS)-l-(l-benzotWazol-2-yl-methanoyl)-propyl]-2-hydroxy-3-phenylm 
propionamide; 

(i?)-2-hydroxy-3-phenylmethanesulfonyl-7S^-[(S)-l-(l-pyridazin-3-yl-meA 
propionamide; 

(5)-3-((i?)-2-hydroxy-3-phenylmethanesulfonyl-propanoylamino)-2-oxo-penlanoic acid 
benzylamide; 

(RyN- [(iS)- 1 -( 1 -benzooxazol-2-y 1-methanoy l)-propy 1] -3 - [2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesiilfonyl]-2-hydroxy-propionamide; 

(;?)-A^-[(5)-l -(1 -benzothiazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionaniide; 

(2R,5 S)-2-[2-(l , 1 -difluoro-methoxy)-phenylmethanesiiIfonybiiethyl]-6-ethoxy-5-ethyl- 
morpholin-3-one; and their corresponding N-oxides, and their prodrugs, and their protected 
derivatives, individual isomers and mixtures of isomers thereof; and the pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of such compounds and their N-oxides and their 
prodrugs, and their protected derivatives, individual isomers and mixtures of isomers thereof. 

15. A compoxmd of claim 14 selected from the group consisting of: 
(i?)-A^-cyanomethyl-2-hydroxy-3-phenylmethanesulfonyl-propionamide; 
(i?)-A^-(l -cyano- 1 -thiophen-2-yl-methyl)-2-hydroxy-3-phenylmethanesulfonyl-propionamide; 
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(ii)-Ar-(l -cyano- 1 -thiophen-2-yl-methyl)-3-[2-(l , 1 -difluoro-methoxy)- 
phenylme1hanesulfonyl]-2-hydroxy-propionamide; 
(i?)-A^-cyanomethyl-3-[2-(l,l-difluoro-methoxy)-phenylmethanesid 
propionamide; 

morpholme-4-carboxylic acid -(cyanomethyl-carbamoyl)-2-phenylmethajiesulfonyl-ethyl 
ester; 

morpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl] -ethyl ester; 

(R)-(2-methoxy-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoy l)-2-phenylmethanesulfonyl- 
ethyl ester; 

(S)-diethyl-carbainic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-pyrrolidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-morpholine-4-carboxylic acid l-(cyanoniethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-4-Ethyl-piperazine- 1 -carboxylic acid 1 -(cyanomethyl-carbamoy l)-2-cyclohexyl-ethyl 
ester; 

(S)-2-hydroxymethyl-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2- 
cyclohexyl-ethyl ester; ^ 
(S)-(2,2,2-Trifluoro-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-(2-hydroxyethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(Tetrahydrofuran-2-ylmethyl)-carbamic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl- 
ethyl ester; 

(S)-Azetidine-l -carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-cyclopropyl-carbainic acid 1 -(cyanomethyl-carbamoy l)-2-cyclohexyl-ethyl ester; 
(S)-piperidine-l -carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-(2-methoxy-ethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-3-hydroxy-pyrrolidme- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl- 
ethyl ester; 

(S)-3-hydroxy-pyrrolidine-l -carboxylic acid (S)-l -(cyanomethyl-carbamoy l)-2-cyclohexyl- 
ethyl ester; 

(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-3-cyclohexyl-propyl ester; 
morpholine-4-carboxylic acid (7?)- 1 -[(5)- 1 -(1 -ben200xazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesiilfonyl-ethyl ester; 
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morpholine-4-carboxylic acid (7?)-l-[(S)-l-(l-benzooxazol-2-yl-methanoyl)- 
propylcarbainoyl]-2-[2-( 1 , 1 -difluoro-methoxy)-phenylniethanesulfonyl]-ethyl ester; 
morpholine-4-carboxylic acid (i?)-l-[(S)-l-(l-benzothia2ol-2-yl-methanoyl)- 
propyIcarbamoyl]-2- [2-( 1 , 1 -difluoro-methoxy)-phenylinethanesulfonyl]-ethyl ester; 
pyrrolidine- 1-carboxylic acid (;?)-l-[(S)-l-(l-benzooxazol-2-yl-methanoyl)- 
propylcarbainoyl]-2-phenylmethanesulfonyl-ethyl ester; 

dimethyl-carbamic acid (7?)- 1 - [(S)- 1 -( 1 -benzooxazol-2-yl-inethanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (R)-l-[(S)-l-(l-benzylcarbamoyl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

moipholine-4-carboxylic acid (S)- 1 - [(S)- 1 -(oxazolo [4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-l-[(S)-l-(5-ethyI-[l,3,4]oxadiazole-2-carbonyl)- 

propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

(S)-2-{(R)-3-[2-(14-difluoro-methoxy)-phenylmethanesulfonyl]-2-hydro5^^ 

propanoylainino}-A^methoxy-iV^methyl-butyramide; 

(R)-3-[2-(14-difluoro-methoxy)-phenylraethaiiesulfonyl]-Ar-((S)^ 

propionamide; 

(i2)-A^- [(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-2-hydroxyO -phenyl-m 
propionamide; 

(S)-3- {3-[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-propanoylamino} -2-oxo- 
pentanoic acid benzylamide; 

N-[(Sy 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyi]-propionamide; 

7^-[(S)-l-(l-benzooxazol-2-yl-niethanoyl)-3-phenyl-propyl]-3-/>-tolylm 
propionamide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-A^-(l -ethyl-2,3-dioxo-3-pyrrolidin- 1 -yl- 
propyl)-propionaniide; 

3-(2-difluoromethoxy-phenylmethanes\ilfonyl)-//-(l-ethyl-3-morpholin-4-yl-2,3 
propyl)-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-A^-( 1 -ethy 1-2,3 -dioxo-3-piperazin- 1 -y 1-propyl)- 
propionamide; 

3-(2-difluoromethoxy-phenybnethanesulfonyl)-Ar-[3-(l J-dioxo-1 16-thiomorpholin-4-yl)-l - 
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ethyl-2,3-dioxo-propyl]-propionainide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-iS^-[l-ethyl-3-(4-meA^ 
yl)-2,3-dioxo-propyl]-propionamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-penta^ acid 
dimethylamide; 

3-[3-(2-difluoromethoxy-phenylmethanes\Ufonyl)-propionylainino]-2-oxo-^ 
cyclopentyl-ethyl-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesiilfonyl)-propionylamino]-2-oxo-pentanoic acid 
phenylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-penta^ acid 
pyri din-3 -yl amide ; 

3-[3-(2-difluoromethoxy-phenylmethanesidfonyl)-propionylamino]-2-oxo^^^ acid 
(tetrahydro-pyran-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-o acid (1 - 

benzoyl-piperidin-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen acid (2- 
morpholin-4-yl-ethyl)-amide; 

(R)-A^-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-propyl]-2-(2-riitro-phenylamin^ 
phenylmethanesulfonyl-propionamide; 

A^-[l-(ben20oxazole-2-carbonyl)-propyl]-3-phenylmethanesulfonyl-2-(pyrim 
propionamide. 

(R)-A^-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-thiazol-2-ylamino)-^ 
phenylmethanesulfonyl-propionamide; 

(2S) (4,4-difluoro-2-hydroxy-5-phenyl-pentanoic acid (l(S)-cyano-3-phenyl-propyl)-amide; 

N-(l(S)-cyano-3-phenyl-propyl)-2-(S)-(2-morpholin-4-yl-2-oxo-ethoxy)-4-phenyl- 

butyramide; 

N-( 1 -(S)-cyano-3 -phenyl-propyl)-2-(S)-fluoro-4-pheny l-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2,2-difluoro-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(S)-hydroxy-4-phenyl-butyrainide; 
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N-(l-(S)-cyano-3-phenyl-propyl)-2-(R)-hydroxy-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(R)-methoxy-4-phenyl-butyramide; 

2,2-difluoro-5-phenyl-pentanoic acid (l-cyano-cyclopropyl)-amide; 

N-(l-(S)-cyano-3-phenyl-propyl)-4-phenyl-butyrainide; 

2,2-difluoro-5-phenyl-pentanoic acid ((S)-l-cyano-3-phenyl-propyl)-amide; 

^-(4-cyano-l-ethyl-piperidin-4-yl)-3-cyclohexyl-propionamide; 

;S^-(4-cyano-l-ethyl-piperidin-4-yl)-3-(2-difluoromethoxy-phenybnethan^ 

propionamide; 

(S)-tert-butyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-carbamic acid l-(cyanomethyl-carbamoyl)-2-(2-difluoromethoxy- 
phenylmethanesulfonyl)-ethyl ester; 

(S)-carbamic acid l-(cyanomethyl-carbamoyl)-2"Cyclohexyl-ethyl ester; 
(R)-morpholine-4-carboxylic acid l-(l-cyano-cyclopropylcarbamoyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

(R)-morpholine-4-carboxylic acid l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

3- cyclohexyl-2-hydroxy-i\r-[l-(oxazolo[4,5-fe]pyridine-2-carbonyl)-propyl]-propionam 
(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylm 
propionamide; 

(R)-N.[l.(ben20tWazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-^ 
ylammo)-propionamide; 

(R).N-[l-(benzotWazole-2-carbonyl)-butyl]-2-dibenzylamino-3-phenylmeth 
propionamide; 

(R)-N-[l-(benzotMazole-2-carbonyl)-butyl]-2-dimethylamino-3-phenylmethanesulfonyl- 
propionamide; 

(R)-N-[(S)-l-(>enzoxazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro 

4- ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-( 1 -methyl-piperidin-4-ylanuno)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(ben20xazole-2-carbonyl)-butyl]-2-(bis-tWophen-2-ylmethyl-anaino) 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-dibenzylamino-3-phenylmethanesulfonyl- 
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propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-(tetrahydro-pyran-4-ylam^ 
yl-propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-thiophen-2-yl^ 
propionamide; 

(R)-N-[l-(>enzotWazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(^^ 
ylaniino)-propionainide; 

(R)-N-[(S)-l-(benzoxazoIe-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(te^ 
4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3 -phenylmethanesulfonyl- 
propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-24(2-methoxy-ethyl)-(tetrahy^^ 
amino]-3-phenyhnethanesulfonyl-propionainide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-phenylm 
propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-bu1yl]-2-dimethylamino-3-phenyl^ 
propionamide; 

(lS)-N-[l-(benzooxazole-2-carbonyl)-butyl]-2-(S)-fluoro-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid [(S)-l -(benzoxazole-2-carbonyl)-butyl] -amide; 
morpholine-4-carboxylic acid (S)- 1 -[(S)- 1 -(benzooxazole-2-carbonyl)-propyIcarbamoyl]-2- 
cyclohexyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)- 1 -(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l-(5-ethyl-[l,3,4]oxadiazole-2- 
carbonyl)-propylcarbamoyl]-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l -(5-phenyl-[l ,3»4]oxadiazole-2- 
carbonyl)-propylcarbamoyl]-ethyl ester; 

morpholine-4-carboxylic acid (S)-1-[(S)-1 -(benzooxazole-2-carbonyl)-propylcarbamoyl]-3- 
cyclohexyl-propyl ester; 

4-[4^4-dimethyl-2-(morpholine-4-carbonyloxy)-pentanoylaniino]-3-oxo-azepane-l-carbo^^^ 
acid benzyl ester; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-cyclopropyhnethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 
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(R)-N-[ 1 -(benzoxa2ole-2-carbonyl)-butyl]-2-cyclohexylammo-3- 
cyclopropylmethanesulfonyl-propionamide; 
(R)-N-[l-(benzoxazole-2-carbonyl)-butyl]-2-cycloheptylamino-3- 
cyclopropybnethanesulfonyl-propionamide; 

(R)-3-phenylmethanesidfonyl-N-[(S)-3-phenyl-l-(thia2ole-2-carbonyl)-propyl]-2-(tet^ 
pyran-4-ylamino)-propionamide; 

(R)'N- [(S)- 1 -(ben20xazole-2-carbony l)-3 -phenyl-propyl] -3 -cy clopropylmethanesulfony 1-2- 
(tetrahydro-pyran-4-ylainino)-propionamide; 

(R)-3-cyclopropylmethanesulfonyl-N-[l-(5-ethyl-l,2,4-oxadiazole-3-carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3-phenylmethanesulfonyl-N-[l-(3-phenyl-l,2,4-oxadia2ole-5-carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionaimde; 

(R)-N-[ 1 -(3-cyclopropyl- 1 ,2,4-oxadiazole-5-carbonyl)-propyl]-3-phenylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

{(R)- 1 -[ 1 -(benzotWazol-2-yl-hydroxy-methyl)-bu1ylcarbamoyl]-2-phenylmethanesidfonyl^ 
ethyl } -carbamic acid tert-buty 1 ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesiilfonyl- 
ethyl} -carbamic acid tert-butyl ester; 

{ (S)- 1 - [(S)- 1 -(benzoxazol-2-y l-hydroxy-methy l)-butylcarbamoyl] -2-thiophen-2-yl-ethy 1 } - 
carbamic acid tert-butyl ester; 

{ (R)- 1 - [ 1 -(benzothiazol-2-yl-hy droxy-methy l)-buty Icarbamoy 1] -2-phenylmethanesulfony 1- 
ethyl} -carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(benzoxazol"2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl- 
ethyl} -carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(beiizoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 
cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 
(R)- 1 - { 1 -[hydroxy-(3 -phenyl- 1 ,2,4-oxadiazol-5-yl)-methyl] -propylcarbamoyl } -2- 
phenylmethanesulfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropyhnethanesulfonyl- 1 - { (S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3 -yl)-hydroxy- 
methyl]-propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{ (R)- 1 - [ 1 -(benzoxazol-2-yl-hydroxy-methyl)-buty Icarbamoyl] -2-pheny Imethanesulfonyl- 
ethyl} -carbamic acid tert-butyl ester; 
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{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-3-phenyl-propylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

{ (R)- 1 -[(S)- 1 -(hydroxy-thiazol-2-yl-methyl)-3 -phenyl-propylcarbamoyl]-2- 

phenylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

{ (R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl}-carbainic acid tert-butyl ester; 

(R)- 1 - { 1 -[hydroxy-(3 -phenyl- 1 ,2,4-oxadiazol-5-yl)-methyl]-propylcarbamoyl} -2- 

phenylinethanesulfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl- 1 - {(S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3-yl)-hydroxy- 
methyl]-propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 
{(R)-l-[l-(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesul^^ 
ethyl }-carbainic acid tert-butyl ester; 

{ (R)- 1 - [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-3 -phenyl-propylcarbamoyl] -2- 
cyclopropylmethanesulfonyl-ethyl}-carbainic acid tert-butyl ester; 
{ (R)- 1 - [(S)- 1 -(hydroxy-thiazol-2-yl-methyl)-3 -phenyl-propylcarbamoyl] -2- 
phenylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

(R)-2-phenylmethanesulfonyl- 1 - { (S)- 1 -[(3-cyclopropyl- 1 ,2,4-oxadiazol-5-yl)-hydroxy- 

methyl]-propylcarbamoyl}-ethyl)-carbaniic acid tert-butyl ester; 

(R)-N- [ 1 -(Benzoxazole-2-carbonyl)-butyl]-2-[cyclopropylmethyl-(tetrahydro-pyran-4- 

ylmethyl)-amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylamino-3- 

phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzotMazol-2-yl-hydroxy-niethyl)-butyl]-3-phenylniethanesulfonyl-2-(tetrahydro 
pyran-4-ylamino)-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-niethyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylaxnino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(l -niethyl-piperidin-4-ylamino)-3- 
phenylmethanesulfonyl-propionamide; 
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(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(bis-tMophen-2-yl^ 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylainino-3- 
phenylmethanesulfonyl-propionamide; 

(S)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(tetrahydro-pyran^ 
thiophen-2-yl-propionamide; 

S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylaniino-3-tW 
propionamide; 

(R)-N-[(S)- 1 -(ben20xazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzotMazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl^ 
pyran-4-ylamino)-propionainide; 

R)-N-[(S)- 1 -(l5eiizoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmetha^ 
(tetrahydro-pyran-4-ylainino)-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmeth 
(tetrahydro-pyran-4-ylainino)-propionamide; 

(R)-N-[(S)-l-(ben20xazol-2-yl-hydroxy-methyl)-butyl]-2-[(2-methoxy-ethy^^ 

pyran-4-yl)-amino]-3-phenylmethanesulfonyl-propionaimde; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-cyclohexylamino-3- 

phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(ben20xazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylamino-3 

phenylmethanesulfonyl-propionamide; 

A^-cyanomethyl-3-cyclohexyl-propionamide; 

A^-cyanomethyl-3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionamid 
3-(3-cyclohexyl-propionylainino)-2-oxo-5-phenyl-pentanoic acid thiazol-2-ylamide; 
3 -cy clohexy l-iV-( 1 -formy 1-3 -phenyl-propyl)-propionainide; 

3-(2-difluoromethoxy-phenylmethanesxilfonyl)-//-[(S)- 1 -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2- 
carbonyl)-propyl]-propionainide; 

A^-[(S)-l-(>enzooxazole-2-carbonyl)-propyl]-2-(2-cyano-phenylamino)-3-cyclohexyl- 
propionamide; 

A^Cyanomethyl-3-cyclohexyl-2-(4-methoxy-phenoxy)-propionamide; 
2-benzyloxy-A^-cyanoniethyl-3-cyclohexyl-propionamide; 
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{RyN'[(S)' 1 -( 1 -benzooxazol-2-yl-methanoyl)-butyl] -2-benzy loxy-3 -pheny Imethanesulfonyl- 
propionamide; 

(RyN-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-propyl]-2-methoxymethoxy- 
S-phenylmethanesulfonyl-propionamide; 

(S)'N' [(iS)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-butyl]-2-hydroxy-3 -phenyl-propionamide; 
(R)-N-[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-3-phenyhnethanesulfonyl-2- 
triisopropylsilanyloxy-propionamide; 

(RyN- [(iS)- 1 -( 1 -benzothiazol-2-yl-methanoy l)-propy 1] -2-hy droxy-3 -pheny Imethanesulfonyl- 
propionamide; 

(i2)-2-hydroxy-3-phenylmethanesvdfonyl-A^-[(S)-l-(l-pyrida2in-3-yl-metha^ 
propionamide; 

(iS)-3-((if)-2-hydroxy-3-phenylmethanesulfonyl-propanoylamino)-2-oxo-pentanoic acid 
benzylamide; 

(i?)-JV-[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenyknethanesulfonyl]-2-hydroxy-propionamide; 

(RyN-[(S)- 1 -(1 -benzothiazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionainide; and 

(2R,5S)-2-[2-(14-difluoro-niethoxy)-phenylmethanesxilfonylniethyl]-6-ethoxy-5-eA 
morpholin-3-one. 



16. A compound of claim 15 selected from the group consisting of: 

morpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-ethyl ester, (Compound 31); 

morpholine-4-carboxylic acid (Ry 1 -[(5)- 1 -(1 -benzooxazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester, (Compound 11); 

morpholine-4-carboxylic acid (R)- 1 - [(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester, 
(Compound 14); 

morpholine-4-carboxylic acid (i?)-l-[(5)-l-(l-benzothiazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester, 
(Compound 15); 

pyrrolidine- 1-carboxylic acid (7?)-l-[(S)-l-(l-ben200xazol-2-yl-methanoyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester, (Compound 19); 



USAV2001/0082 US CNT 



-211- 

dimethyl-carbamic acid {Ry 1 -[(5)- 1 -( 1 -beiizooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester, (Compound 20); 

moq?holine-4-carboxylic acid (R)- 1 - [(S)- 1 -( 1 -benzy lcarbamoyl-methanoyl)-propylcarbamoyl] -2 
phenylmethanesulfonyl-ethyl ester, (Compound 25); 

morpholme-4-carboxylic acid (S)- 1 -[(S)- 1 -(oxazolo[4,5-b]pyridine-2-carbonyl)-propylcarbamoyl] 
2-phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-l -[(S)-l-(5-ethyl-[l ,3,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

(R)-3-[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-A^-((S)-l-formyl-propyl)-2-^^ 
propionamide; 

(RyN- [(iS)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl] -2-hydroxy-3 -pheny 1-methanesulfonyl- 
propionamide; 

(S)-3 - { 3 - [2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -propanoylamino } -2-oxo-pentanoic 
acid benzylamide; 

(R)-A^-[(S)-l-(l-benzooxazol-2-yI-methanoyl)-propyl]-2-(2-nitro-phenylamino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-A^-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-tWazol-2-ylaiiim 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahy<^^ 
4-ylaniino)-propionamide; 

(R)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmethanesulfonyl 
propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-[(2-methoxy-ethyl)-(tetrahydro-pyran-4-yl)- 
amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-phenylmethanesulfonyl- 
propionamide; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l -[(S)-l-(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-ethyl ester; 

(5)-3-((i?)-2-hydroxy-3-phenylmethanesulfonyl-propanoylarnino)-2-oxo-pentanoic acid 
benzylamide; 

(7?)-iV-[(S)-l -(l-benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionamide- 
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17. A pharmaceutical composition comprising a therapeutically effective amount 
of a compound of Claim 1 in combination with a pharmaceutically acceptable excipient. 

18. A pharmaceutical composition comprising a therapeutically effective amount 
5 of a compound of Claim 2 in combination with a pharmaceutically acceptable excipient. 

19. A method for treating a disease in an animal in which inhibition of Cathepsin S 
can prevent, inhibit or ameliorate the pathology and/or symptomology of the disease, which 
method comprises administering to the animal a therapeutically effective amount of 

10 compound of Claim 1 or Claim 2. 

20. The use of a compound of Claim 1 or 2 in the manufacture of a medicament for 
treating a disease in an animal in which Cathepsin S activity contributes to the pathology 
and/or symptomology of the disease. 



15 



